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Anatomy and Cytology 


1. Functional Anatomy of the Porta-systemic Com- 
munications 

E. A. Epwarps. Archives of Internal Medicine [Arch. 
intern. Med.]| 88, 137-154, Aug., 1951. 9 figs., 37 refs. 


Communications between’ the portal and systemic 
circulations were studied post mortem in 3 subjects 
without liver disease and one with portal cirrhosis. 
A suspension of barium sulphate was injected into the 
cannulated femoral veins, radiographs were taken, and 
the veins were then dissected. The veins of the anterior 
abdominal wall showed no filling except in the case of 
portal cirrhosis. The posterior parietal veins, on the 
other hand, were more numerous and extensive than 
generally supposed. The deep communications were 
usually between fine vessels, though larger ones oc- 
curred between the inferior mesenteric, splenic, and other 
left visceral veins, and the left renal vein. The deep 
channels, particularly in the retroperitoneal areas, were 
more important than the anterior parietal ones. The 
pattern of venous enlargement in cases of portal and 
caval obstruction is described. R. Barer 


2. A Comparative Study of the Cytology of the Nerve 
Cell with Reference to the Problem of Neurosecretion 

O. L. THomas. Journal of Comparative Neurology {J. 
comp. Neurol.) 95, 73-99, Aug., 1951. 13 figs., 33 refs. 


Previous work done on molluscan nerve cells and the 
sympathetic ganglia of vertebrates had led to thediscovery: 
of discrete binary spheroidal bodies in the cytoplasm of 
neurones. The present paper records observations on 
mammalian Purkinje cells in mice, rats, and rabbits, 
comparing these with the neurones of the mollusc Helix 
pomatia and cells of vertebrate sympathetic ganglia. 

The spheroid systems are cytoplasmic inclusions of 
varying size, the larger ones consisting ofa chromophil 
lipoid pellicle enclosing a spherical, chromophobe, 
watery vacuole. They were demonstrated in the living 
cell by phase-contrast microscopy and by vital staining 
with Sudan black, methylene blue, Janus green, neutral 
red, and osmium tetroxide. 

Reference is made to brightly staining granules as made 
visible by a trichrome stain in post-chromed Zenker 
formol material. Similar granules had been described 
by Scharrer in 1940 in the supraoptic nucleus. The 
relationship between these granules and the spheroid 
system was investigated, and the granules were found to 
be lying within a spheroid both in the neurones of Helix 
and in mammalian Purkinje cells. 

It is probable that the classical Golgi apparatus, which 
could not be shown by the author’s methods, is identical 
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with the spheroid system. The latter was present as a 
strictly homologous organella in the neurones throughout 
the series of invertebrate and vertebrate animals studied; 
it is suggested that the spheroids possess a cyclical activity 
concerned with the elaboration of secretion products. 

R. Emery 


3. Sequences of Appearance of Ossification Centers 
in the Human Skeleton during the First Five Prenatal 
Months 

C. R. NoBack and G. G. ROBERTSON. American Journal 
of Anatomy. [Amer. J. Anat.] 89, 1-28, July, 1951. 


The time of ossification of the bones appearing during 
the first 5 prenatal months is based on an examination of 
136 cleared and alizarin-red stained human embryos. 
Tables are included which correlate these data with all 
the previously recorded observations made on human 
embryos which have been: (1) cleared; or (2) cleared 
and stained with alizarin red; or (3) serially sectioned. 
The variation in the time of appearance of each primary 
ossification centre observed is indicated in the tables. 

In general the ossification centres in each developing 
embryo appear in a definite and orderly sequence. 
There are intraregional patterns in the appearance of 
the ossification centres. 

In the skull the sequence is: (1) facial and calvarial 
centres, (2) basicranial centres, and (3) hyoid centres. 
In the thorax the sequence is: (1) costal centres, (2) 
thoracic vertebral centres, and (3) sternal centres. In 
the vertebral column the centres of the centra and neural 
arches appear concurrently. The neural arch centres 
appear cephalocaudally while the centrum centres, 
which first appear in the lower thoracic region, sub- 
sequently appear cephalically and caudally from their 
initial site of appearance. 

In the upper extremity the sequence is: (1) humerus, 
(2) radius, (3) ulna, (4) distal phalanges, (5) metacarpals, 
(6) proximal phalanges, and (7) middle phalanges. In 
the lower extremity the sequence is: (1) femur, (2) tibia, 
(3) fibula, (4) metatarsals, (5) distal phalanges, (6) proxi- 
mal phalanges, and (7) middle phalanges. The centres 
of the pectoral girdle appear before the pelvic centres. 
The sequence is: (1) clavicle, (2) scapula, (3) ilium, (4) 
ischium, and (5) pubis. 

One of a pair of bilateral ossification centres may 
appear at a different time than the other centre of the 
pair, but the degree of such asymmetry is usually slight. 
Thirty-four of 81 embryos ranging in CR length from 
57 to 235 mm. have 7th cervical ribs. Of these, 24 have 
paired cervical ribs.—[Authors’ summary.] 


4. Dietary Surveys: Variation in the Weekly Intake 
of Nutrients 

J. YuDKIN. British Journal of Nutrition [Brit. J. Nutrit.] 
5, 177-194, 1951. 4 figs., 17 refs. 


During recent years it hds been customary, in the 
assessment of the adequacy of diets, to measure the food 
intake of individuals for 1 week. In order to estimate the 
limitations of this method, 5 postgraduate students and 
1 member of the staff at King’s College of Household and 
Social Science, London, were asked to keep accurate 
records of their dietary intake for 4 consecutive weeks, 
and in 2 instances for 1 further week after a short 
interval. The food consumed during this time was 

‘weighéd by the subjects; the nutrients and their caloric 

values were calculated. Since it is known that the intake 
varies considerably from day to day, the results were 
calculated from the weekly intake. 

However, the weekly intake of calories and of nutrients 
in this experiment showed also a considerable variation. 
For example, the caloric intake of 1 subject in the first 

’ week of the survey was 68% higher than in the last week. 
The same was observed with the nutrients. Since no 
recommended allowances exist for carbohydrate and fat, 
only the variations in protein intake, for which standards 
of requirements are laid down, are of interest. The 
average daily intake of protein of 1 subject in 1 week was 
56 g., but for the same subject the daily average over 4 
weeks was 65 g. The greatest variations were found 
with the intake of fat-soluble vitamins; for example, for 


vitamin A the values in the highest week were 2 to 5 


times greater than those in the lowest week. Since it is 
possible for a subject to have an adequate intake of any 
of the nutrients in one week and an inadequate one in 
another, the author concludes that a dietary survey 
extending over 7 days only cannot be considered to give 
a sufficiently accurate assessment of the average intake of 
calories and nutrients. Z. A. Leitner 


5. A Comparison of the Vitamin C Content of Vegetable 
Stew when Prepared on a Large Scale in Open and 
Pressure Cookers 

A. R. P. WALKER and U. B. Arvipsson. British Journal 
of Nutrition (Brit. J. Nutrit.] 5, 167-170, 1951. 4 refs. 


In the gold-mines of the Witwatersrand, where over a 
quarter of a million Bantu workers are fed from large 
kitchens, there has been a recent tendency to replace 
open cooking by pressure cooking. Since a vegetable 
stew is the main source of vitamin C, comparison on a 
large scale has been made between the vitamin-C content 
of the stew prepared by both methods. In the past 
scurvy has been observed very rarely among the Bantu 
workers. 

There was a good retention of vitamin C with either 
_ method, the mean values of the tests (carried out on 4 
separate days) being 89°%% for open cooking and 79% for 
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pressure cooking. This high vitamin-C retention was 
probably due to several favourable factors such as the 
very fresh state of the vegetables used, the quick washing 
and rapid mincing of the vegetables, the rapid transfer 
into the cooking water, the high initial temperature of 
the cooking water (80° to 85° C.) resulting in the imme- 
diate destruction of oxidases, the quick serving, and 
almost immediate consumption. The usual helping of 
the stew prepared by either method furnished about 45 
to 50 mg. vitamin C, which is well in excess of the 
amount recommended by the Technical Commission of 
the League of Nations (1938) or by the Committee on 
Nutrition of the British Medical Association (1950). 
Z. A. Leitner 


6. Parenteral Nutrition with Protein Hydrolysates 
and Amino-acids, (IlapsHTepanbHoe nuTaHHe 6enkom, 
6enKa AMMHOKHCOTAMH) 

C. Y. Davipova. Kauxuyeckaa Meduyuna [Klin. Med., 
Mosk.} 29, No. 6, 16-21, 1951. 28 refs. 


Parenteral nutrition is indicated in inflammatory con- 
ditions of the gastro-intestinal tract, in obstruction from 
carcinoma, in pyloric spasm in the post-operative period, 
in anorexia nervosa, peritonitis, diabetic acidosis, and 
other conditions; it may be employed in addition to 
feeding by the normal channels or, as a temporary 
measure, as the sole source of nutriment. If protein 
is deficient, it may be given as such, as hydrolysate of 
protein, or in the form of amino-acids. Whole protein 
may be administered in the form of blood plasma. 
The work of Holman, Mahoney, and Whipple and of 
Elman and Davey is reviewed. Belenky used bovine 
serum freed from those specific elements which might 
lead to anaphylactic reactions. This preparation ap- 
proximated in its amino-acid content to human plasma. 
It is better tolerated if given intravenously rather than 
subcutaneously or orally. It has been found capable of 
maintaining a positive nitrogen balance, when used as 
the sole source of protein, for as long as 30 days. 

Foreign proteins as such have always been found in- 
effective as a source of protein nutrition; they must first 
be subjected to hydrolysis. Three kinds have been used 
in the U.S.S.R.: (1) colloidal infusion of casein (Federov) ; 
(2) * parenterit ’’ (Zbarsky), which contains all the im- 
portant amino-acids; and (3) Orekhobich’s preparation. 
The first successful use of parenteral protein hydrolysate 
was made in 1904, when a patient was given sub- 
cutaneously a hydrolysate of fibrin. In 1913 an en- 


zymatic hydrolysate of protein was used as the sole source 
of protein nutrition of dogs and sheep over long periods. 
Parenterit has been used in the same way, given in- 
travenously to dogs and rabbits and also to patients in 
surgical and paediatric clinics. 

Mixed crystalline amino-acids can be given more 
rapidly than the above preparations. 


Intravenous in- 
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jection of proteins and their hydrolysates in a 5% solution 
causes undesirable reactions if more than 10 to 15 ml. 
is administered per minute, but of mixed amino-acids up 
to 2 litres may be given in an hour without untoward 
effects; Ekhert has given 50 g. of nitrogen in an hour. 
Reactions are believed to be due to asparagine and 
glutamic acid, or to optical isomers of amino-acids which. 
are not found in nature. Methionine is essential to life. 
Exclusion of arginine, histidine, and valine swiftly causes 
a fall in the regeneration of plasma protein. Lack of 
tryptophan at once lowers regeneration; the absence of 
leucine and isoleucine has no such effect for some time. 
L. Firman-Edwards 


7. Vitamin-A Content of Meat and Fat Products of 
Sheep and Goats. (O BHTamMHHa A B 
MACONMpOMyKTax HW OBell H KO3 B 3aBHCHMOCTH 
OT HEKOTOPbIX PakTOPOB) 

N.S. NAKONETSHNY. J: u2uena u Caxnumapua [Gigiena] 
No. 7, 36-39, 1951. 


The author investigated the vitamin-A content of 
sheep and goats, and its relationship to the age and the 
nutritional state of the animals, as well as the possibility 
of a seasonal variation: 33 sheep were investigated during 
the autumn in 1948, 1949, and 1950, and 28 sheep and 
18 goats during the spring in the same years. All the 
animals were from meat factories at Samarkand and 
Novocherkassk. 

The vitamin-A content was determined in the muscles, 
fat, liver, kidneys, heart, spleen, and bone marrow. The 
chemical method of vitamin-A assessment was done ac- 
cording to the standards of the State Vitamin Control 
Station of the Ministry of Health of the U.S.S.R. The 
vitamin-A content varied a great deal with the state of 
nourishment, but in all animals the liver contained the 
greatest amount of the vitamin. It appeared that the 
liver in the spring, when the animals were eating food con- 
taining great quantities of carotene, contained twice as 
much vitamin A as that of similar animals in the autumn. 
The author suggests that the animals collect a surplus of 
vitamin A during the spring which they are able to store 
for the autumn and winter. Goat’s liver contained more 
vitamin A than sheep’s liver, the vitamin-A content in 
sheep being up to 1,544 units in | g. of tissue and in 
goats up to 2,215 units. In 8 sheep with fascioliasis and 
5 with echinococcosis, preliminary reports suggest that 
the vitamin-A content in various organs was very much 
lower than that found in healthy animals. 

N. Chatelain 


8. Influence on Heart Rate of the Pressor Receptors 
of the Carotid Sinus. (Influencia de la actividad de los 
barorreceptores del seno carotidio, sobre la frecuencia 
cardiaca) 

R. ALVAREZ-BUYLLA. Archivos del Instituto de Cardio- 
logia de México [Arch. Inst. cardiol. Méx.] 21, 111-121, 
1951. 5 figs., 10 refs. 


In a study of the influence on the heart rate of the 
pressor receptor of the carotid sinus, electrocardio- 
graphic, blood-pressure, and respiration recordings were 
made on.dogs anaesthetized with “ nembutal”’ and 


chloralose. The time relations of the efferent dis- 
charges from the carotid sinus were studied, and the 
mechanism of these reflexes is discussed. Results are 
compared with those of previous workers and a résumé 
is given of work already done in this field. The author 
concludes that an increase in pressure in the carotid sinus 
results in slowing of the heart within 0-5 second. The 
vagus nerve is the efferent pathway of the initial response, 
but the sympathetic begins to act 2 or 3 seconds later and 
sustains the slower heart rate. The tachycardia following 
clamping of the carotid artery is due mainly to an increase 
in sympathetic impulses. Anaesthetics alter the ampli- 
tude of the responses and the relative effects of the vagus 
and sympathetic nerves. René Mendez 


9. The Problem of Renal Vascular Shunts 

J. H. Moyer and C. A. HANDLEY. American Journal of 
Physiology |Amer. J. Physiol.) 165, 548-553, June, 1951. 
1 fig., 8 refs. 


In a series of experiments carried out by the authors 
at Baylor University College of Medicine, Houston, 
Texas, in an attempt to confirm or disprove Trueta’s 
theory of renal vascular shunts, 9 female dogs were 
subjected to continuous electrical stimulation of | sciatic 
nerve for 2 hours, the intensity of the stimulation 
being adjusted “‘so as to cause a distinct and con- 
tinuous increase in respiration’’. Creatinine was used 
in measuring glomerular filtration rate (G.F.R.), p- 
aminohippurate for renal plasma flow (R.P.F.), and 
dextrose for the maximum re-absorptive capacity of 
the renal tubules. After ‘‘ suitable control periods”, 
clearances were measured 15 minutes and | and 2 hours 
after the beginning of stimulation. — 

The urine volume decreased in most instances, but there 
was no case of complete anuria. Clearance studies 
showed significant decreases in R.P.F. in 6 out of 9 
animals involved; while G.F.R. fell only in 2 out of 
9 cases, and in those 2 animals R.P.F. decreased to a 
much greater extent, so that in all cases the filtration 
fraction increased after stimulation. The authors regard 
this finding as an important argument against Trueta’s 
theory, for they assume that, with the renal shunts active, 
the filtration fraction should invariably fall [an assump- 
tion which is open to doubt]. 

Catheterization of the renal vein was done to determine 
the percentage of p-aminohippurate extraction. One 
would expect it to fall during shock if an appreciable 
amount of renal blood was diverted via the shunts. No 
such fall was observed. 

Oxygen extraction studies were performed on 8 out of 
9 animals. They showed no significant arterialization of 
the renal venous blood—another argument against the 
presence of renal shunts in dogs under the conditions of 
the experiment. 

The two dogs in whom sciatic stimulation alone did 
not produce significant alterations in renal haemo- 
dynamics were bled of 40% of their calculated blood 
volume following sciatic stimulation. The changes be- 
came more pronounced, but the filtration fraction 
remained on the increase until the hydrostatic filtration 
pressure fell. A. Swan 
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10. Changes in the Antidiuretic and Oxytocic Activities 
of the Neurohypophysis during Foetal and Post-natal 
Development. (MsmeHenue 
OKCHTOTHY€CKOH aAKTHBHOCTeH B 
OHTOreHe3e) 

P. I. Nikitin and G. B. Tverskoy. 
Kypuaa C.C.C.P. [Fisiol. Zh.] 37, 205-208, No. 2, 1951. 
1 fig., 7 refs. 


In experiments to test the theory of the multiplicity 
of hormones of the posterior pituitary, the antidiuretic 
and oxytocic action of 1 mg. of dry posterior-pituitary 
substance obtained from calves of various ages, and 
from calf embryos, was compared by biological assay 
with the activity of a standard derived from the hypo- 
physes of 52 adult cows. The antidiuretic activity 
was measured by the delay in the onset of diuresis in 
white rats; the oxytocic activity, by the amount of 
contraction of an isolated uterine horn of a virgin 
guinea-pig. Before testing, 1 mg. of the posterior 
‘pituitary powder was dissolved in 1 ml. of 0-25% acetic 
acid, kept for 3 minutes in a boiling water bath, filtered 
or centrifuged, and the filtrate sterilized in a boiling water 
bath for 3 minutes; 57 preparations were tested, from 
age groups varying from 3 months of intra-uterine life 
to 14 years of age. 

The results show that changes in the antidiuretic and 
oxytocic action of the neurohypophysis wax and wane at 
different rates and at different periods of the develop- 
ment of the animal. Thus, in a 3-month embryo there 
are only traces of oxytocic activity, whereas the anti- 
diuretic activity is only slightly lower than that of the 
adult cow. The oxytocic activity reaches the adult level 
soon after 8 months of prenatal life and increases 
rapidly after birth, reaching a maximum at the age of 
1 year, thereafter slowly returning to the normal adult 
level. The antidiuretic activity, on the contrary, in- 
creases rapidly during intra-uterine life, reaches its 
maximum at the time of birth, then slowly returns to 
the adult level over a period of several years. 

A. Swan 


11. The Supplementary Motor Area of the Cerebral 
Cortex. A Clinical and Experimental Study 

W. PenrieLp and K. Wetcu. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 66, 289-317, 
Sept., 1951. 13 figs., 32 refs. 


The authors, from McGill University and the Neuro- 
logical Institute, Montreal, present a study. of the 
supplementary motor area of the cerebral cortex. This 
is situated largely within the longitudinal. interhemi- 
spherical fissure, anterior to the motor area for the lower 
extremities, and occupying the medial surface of the 
marginal gyrus down to the cingulate fissure, but not 
crossing it. It has been studied by surgical exploration 
and electrical cortical stimulation in monkeys and man. 
The experimental work of Sherrington, the Vogt brothers, 
Foerster, Fulton, and others is fully reviewed. Stimula- 
tion of the supplementary motor area in monkeys caused: 
(1) movements of the contralateral extremities in a topo- 
graphic order, elicited at a threshold higher than that of 
the primary motor area; (2) head rotation and eye 


responses at a still higher threshold; (3) inhibition of 
contralateral spontaneous grasping (excision of this zone 
causes reflex grasping). The control of the area is re- 
lated to postural adjustments. In man excitation, also 
at a high threshold, caused the following responses, 
singly or in a variety of combinations: (1) vocalization, 
mainly rhythmic or intermittent; (2) inhibition of 
voluntary activity such as arrest of, or inability to initiate, 
speech, suggesting another speech centre between the 
motor foot area and the supplementary motor area; 
(3) a non-topographic pattern of movements of head, 
face, trunk, and extremities (mainly contralateral, but 
also frequently ipsilateral, which clearly distinguishes this 
zone from the pre-Rolandic area); complex manceuvres, 
assumption of definite postures, and rapid incoordinate 
movements were observed; (4) autonomic responses, 
such as pupillary dilatation, cardiac acceleration, arrest 
of breathing; (5) sensory responses of a general character; 
(6) local seizures, partly adversive, with contraversive 
deviation of eyes, but mainly inhibitory in type (for 
example, aphasia). Cortical incision between the sup- 
plementary and Rolandic areas, in man and monkeys, 
did not abolish the adversive responses, and removal 
of the supplementary area did not cause any significant 


loss of movements or maintenance of posture. 
J. Wolf 


12. Cross Education: Ipsilateral and Contralateral 
Effects of Unimanual Training 

F. A. HELLEBRANDT. Journal of Applied Physiology {J. 
appl. Physiol.] 4, 136-144, Aug., 1951. 24 refs. 


An investigation was made at the Baruch Center of 
Physical Medicine and Rehabilitation, Richmond, 
Virginia, on 50 subjects, to study the response to training 
in mechanical ability tests. These were the MacQuarrie 
tests of tracing, tapping, dotting, and copying. The 
performance with both hands was first tested; thereafter 
the tests were repeated once a week for 8 weeks in 2 
groups, one using the right hand and the other the left. 
The groups were arranged so that subjects with right- and 
left-hand dominance were equally divided between them. 
At the end of the practice period the tests were repeated 
again for both hands. 

The results of the investigation showed that manual 
dexterity improves with direct practice, and that this is 
greater in the dominant extremity than in the contra- 
lateral limb. The unpractised contralateral limb does, 
however, improve significantly in its performance. If 
the hand practised is the left, a more nearly equal 
mechanical! ability is achieved than that attained during 
direct practice of a dominant right extremity. 

This suggests that the ipsilateral representation of 
limbs in the motor cortex, described by many workers, 
plays a significant part in the acquisition of manual 
dexterity. A parallel is drawn to the copying movements 
that occur in the contralateral resting limb when powerful 
or difficult efforts are made with one arm. Learning 
may also involve a visualization process in which both 
hemispheres participate, and hence learning a skill with 
one hand improves the performance of both. 

Donald Mc Donald 
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dangerous. 


13. Clinical Effects of a Cation-exchange Resin (Zeo- 
karb 225) 

R. A. BARKER, I. R. MACKAY, and B. M. Evans. Lancet 
{Lancet} 2, 758-761, Oct. 27, 1951. 2 figs., 6 refs. 


The object of this investigation was to ascertain whether 
the cation-exchange resin “* zeo-karb 225 ” was effective 
in taking up sodium in vivo. The resin, obtained from 
the manufacturers in the hydrogen cycle, was pre- 
saturated with potassium in order to minimize the risk 
of hypopotassaemia. In order to determine the milli- 
equivalent strength of the resin—that is, the uptake of 
sodium in mEq. per g. of resin—2 methods were used: 
the | lng in the urinary chloride-sodium excretion 
difference and faecal resin analysis. The preparation 
was tried in 9 patients (4 with congestive heart failure, 
3 with nephrotic syndrome, and 2 with pleurisy). The 
daily dosage was 50 g. in 6 and 100 g. in 4 of the subjects. 
It was found that the sodium uptake varied considerably, 
ranging from 0-21 to 0-86 mEq. per g. of resin. In 2 
patients with congestive heart failure treated for 5 weeks 
with 100 g. of resin a day the initial response was good, 
but a gradual decline in the effect of the resin was ob- 
served in both patients. 

It is concluded that this resin may be helpful in treating 
patients with oedema associated with sodium retention; 
for example, in cases of congestive heart failure, nephro- 
sis, and possibly ascites in hepatic cirrhosis. It should be 
considered particularly in instances in which mercurial 
diuretics are ineffective or contraindicated. The authors 
warn against giving the potassium-cycle resin to patients 
with a blood urea concentration over 150 mg. per ml.; 
in such cases the hydrogen-cycle resin may also be 
A. Schott 


14. Action of Curarizing Substances on Homeostasis 
of the Blood Pressure. (Action de substances curari- 
santes sur lhoméostasie physiologique de la pression 
artérielle) 

A. VAN DeEN OsTENDE. Archives Internationales de 
Pharmacodynamie et de Thérapie {Arch. int. Pharmaco- 
dyn.] 86, 439-448, June, 1951. 6 figs., 9 refs. 


A comparison has been made in anaesthetized dogs of 
the circulatory effects of various agents which cause 
muscular paralysis. [Only to this extent are they 
** curarizing substances ’’.] The drugs were injected or 
infused intravenously, artificial respiration being main- 


tained throughout. Doses of p-tubocurarine sufficient . 


to cause muscular paralysis had no effect on blood 
pressure or on physiological pressor reflexes. In larger 
doses, tubocurarine, by ganglionic depression, caused a 
fall in blood pressure and the pressor reflexes were lost. 
Compound 3381 R.P. (the diethiodide of bis-(quinolyl- 
oxy-8’-8”)-1 : 5-pentane) is a powerful muscular para- 
lysant, but the dose required also caused hypotension 
and loss of pressor reflexes. This substance prevented 
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the action of diisopropylfluorophosphonate, but the 
latter did not antagonize the muscular paralysis and 
ganglionic block due to 3381 R.P. Eserine and neo- 
stigmine were effective against the effects of small doses 


‘of 3381 R.P. Gallamine (“* flaxedil ’’) had a long-lasting 


and powerful action on skeletal muscle, but even in large 
doses had little or no effect on the’blood pressure or on 
pressor reflexes. _Neostigmine abolished muscular para- 
lysis due to gallamine. Mephenesin (‘“* myanesin ”’) pro- 
duced muscular relaxation without affecting pressor 
reflexes. It may cause a transient fall in blood pressure. 
Derek R. Wood 


15. The Action of Procaine Amide on the Heart 

A. M. Webb, H. A. BLaiR, and R.S. WARNER. American 
Heart Journal {Amer. Heart J.| 42, 399-405, Sept., 1951. 
7 figs., 2 refs. 


The effect of procaine amide hydrochloride (‘‘ pro- 
nestyl ’’) in concentrations varying between 1 in 10,000 
and | in 50,000 was investigated on the auricle and strips 
of ventricle of the turtle’s heart. The main effects were 
found to be increase in the threshold for electrical 
stimulation and lengthening of conduction; rhythmicity 
and refractory period were unaffected. As distinct from 
what occurs with quinidine, even high concentrations of 
pronestyl did not depress contractility. Clinical ob- 
servations on a small series of patients with auricular 
fibrillation showed slowing of the auricular rate, depres- 
sion of auriculo-ventricular conduction, and depression 
of the idio-ventricular pacemaker. Some comparisons 
between the effects of this drug and those of quinidine 
are made. [Those interested in a quantitative com- 


‘parison between these two drugs may wish to consult 


the more recent paper by Schaffer, Amer. Heart J., 1951, 
42, 597.] A. Schott 


16. Effectiveness of Procaine Amide in Digitalis- 
induced Ventricular Tachycardia 

L. I: GoLpBERG and M. DEV. CotTeN. Proceedings of 
the Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N.Y.| 77, 741-744, Aug., 1951. 8 refs. 


In this investigation 20 dogs weighing 5 to 13 kg. were 
anaesthetized with 50 mg. per kg. “ dial urethane 
intravenously, and received 0-75 to 1:25 cat units per 
kg. digitoxin or ouabaine in divided doses until either 
auriculo-ventricular block with a slow idioventricular 
rate or tachycardia had developed. A control period of 
10 minutes’ tachycardia uninterrupted by sinus rhythm 
was recorded, then the procaine amide was given by 
rapid intravenous injection in 10% solution in a dose of 
10 to 20 mg. per kg. and was repeated when necessary. 
The criterion of reversal was a period of 2 minutes of 
normal sinus rhythm free from ectopic beats. Bilateral 
vago-sympathetomy was carried out in 13 dogs, but 
there seemed to be no difference between operated 
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and non-operated animals. Electrocardiograms were 
taken frequently in all experiments from standard lead 
II by a direct-writing instrument. 

Procaine amide effectively reversed the ventricular 
tachycardia in the dog, but the same agent failed to 
increase the lethal dose of ouabaine as determined in 
cat units in limited studies. Procaine amide produced 
slow idioventricular rhythms and cardiac arrest in some 
experiments, and the authors draw attention to this 
danger. Norval Taylor 


17. Some Effects of Digoxin on the Heart and Circu- 
lationin Man. Digoxin in Enlarged Hearts not in Clinical 
Congestive Failure 

R. M. Harvey, M. I. Ferrer, R. T. CA@HCART, and 
J. K. ALEXANDER. Circulation [Circulation] 4, 366-377, 
Sept., 1951. 2 figs., 13 refs. 


In 12 patients with enlarged hearts due to a variety of 
causes, but without existing cardiac failure, | to 1-5 mg. 
** digoxin ’’ was injected intravenously and the intra- 
cardiac pressure was determined by catheterization. Out- 
put, stroke volume, and rate were recorded at the same 
time. The effects on output were variable; no change 
was produced in any intracardiac pressure, and in only 3 
cases was there a rise in arterial pressure. In 2 healthy 
control subjects similar injections reduced systemic flow. 

The effects in the 12 cases studied are contrasted with 
the effects produced by digoxin in cases where heart 
failure was present (Amer. J. Med., 1949, 7, 439), in 
which an increase in output always resulted. 

V. J. Woolley 


18. The Nature of the Cardiac Stimulation produced 
by Veratrine Alkaloids. [In English] 

M. peV. CoTTen and R. P. WALTON. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.] 87, 473-492, Sept. 1, 1951. 15 refs. 


Records of blood pressure, heart rate, stroke amplitude, 
and contractile force were taken in the open-chest dog 
preparation after bilateral vago-sympathectomy. An 
initial dose of 0-35 mg. of veratrine per kg. caused a rise 
in blood pressure and increase in heart rate, stroke 
amplitude, and contractile force. The stroke amplitude 
and contractile force returned to levels somewhat above, 
while the blood pressure and heart rate returned to levels 
below, the control preparations in 8 to 10 minutes. 
This effect approximates to that obtained with 3 yg. of 
adrenaline per kg. 

When veratridine (0-07 mg. per kg.) was given initially 
the effects were similar, except that there was a fall in 
blood pressure. Subsequent doses caused hypertensive 
responses and more pronounced increments in con- 
tractile force and stroke amplitude. The heart rate was 
only moderately increased by this alkaloid. 

Injections of cevadine (0-5 mg. per kg.) usually pro- 
duced effects similar to those of veratridine, except that 
the hypotensive effect of the first dose was less pro- 
nounced. Inseveral experiments cevadine had a peculiar 
cardiac depressant effect manifested by a diminution in 
contractile force and stroke amplitude, whereas the usual 
cardio-accelerator response remained undiminished. 
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All three drugs caused skeletal-muscle spasms, which 
in some cases had to be controlled with curare. Cevadine 
had a marked analeptic effect in some dogs. All the 
experiments with veratrine and veratridine were ter- 
minated by the onset of ventricular fibrillation. Adrenal- 
ectomy quantitatively reduced the effects, but there re- 
mained some stimulation of the heart. This was clearly 
shown on the isolated rabbit heart. Large doses of 
** dibenamine ”’ blocked the effects completely. Electro- 
cardiographic recordings were not very suggestive of a 
digitalis-like action, mainly because of the relatively 
slight degree of auriculo-ventricular dissociation. The 
injection into unanaesthetized dogs of doses sufficient to 
produce heart stimulation caused disturbing side-effects. 
to such an extent as to make clinical application of the 
heart-stimulant action a remote consideration. 

P. A. Nasmyth 


19. Tromexan and Dicoumarol 
D. G. ILLINGworTH. British Medical Journal “Brit. 
med. J.| 2, 646-648, Sept. 15, 1951. <11 refs. 


Bis-3 : 3’-(4-oxycoumariny]) ethyl acetate (“‘tromexan’”’) 
was given to 72 patients suffering from vascular throm- 
bosis and its sequelae. The drug was administered 
orally in tablets of 300 mg. A standard loading dose of 
1,200 mg. proved safe, with a single dose of 100 mg. 
heparin to cover the 24-hour lag-period before the 
tromexan could take effect. Between 12 and 24 hours. 
after starting treatment, and before giving any more 
tromexan, a prothrombin estimation by Quick’s method 
was performed. Thereafter the daily requirement was. 
divided into 2 or 3 doses, but no tromexan was given 
until each morning’s prothrombin value was to hand. 
A therapeutic prothrombin level between 10 and 30% 
of normal was aimed at, and a course of 3 weeks 
treatment envisaged. The necessary maintenance dose 
usually lay between 300 and 600 mg., the actual value 
depending on the response. 

Most patients exhibited an escape from control after 
several days, which usually took the form of a sudden 
rise in prothrombin requiring increased dosage. Fre- 
quent search was made for microscopic haematuria, 
which occurred in 2 cases of the 72. The only necessary 
measure was the withdrawal of the drug. After the last 
dose of tromexan, the average time for recovery of normal 
prothrombin values in 20 cases was 60 hours. 

Dicoumarol was given to 36 patients. The author 
concludes that tromexan is superior in clinical practice 
to dicoumarol. He emphasizes the need for labora- 
tory control, the variable susceptibility to the drug, and 
caution in treating patients with peptic ulcer. The 
literature is briefly reviewed. Norval Taylor 


20. Pharmacology of Bis-3:3’-(4-oxycoumarinyl) Ethyl 
Acetate (Tromexan) 

M. StTiRLING and R. B. Hunter. Lancet [Lancet] 2, 
611-614, Oct. 6, 1951. 7 figs., 14 refs. 


The authors have compared the effects of ** tromexan ”” 
and dicoumarol upon blood prothrombin activity. Tro- 
mexan in doses of 300 mg. 4 times daily lowered the 
prothrombin to the therapeutic level of 20% in 24 hours. 
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In the same patient 300 mg. of dicoumarol followed by 
200 mg. once daily produced this level only after 48 
hours. To maintain the hypoprothrombinaemia 600 mg. 
of tromexan or 200 mg. of dicoumarol was required daily. 
When treatment with tromexan was stopped the pro- 
thrombin activity rose to 30% in 12 hours; at this level 
the patient is safe from haemorrhage. After dicoumarol 
it took 60 hours to reach a level of 30% 

In a study of 80 patients treated with tromexan, 78% 
of them reached the therapeutic prothrombin level in 48 
hours, compared with only 20% of a series treated with 
dicoumarol by James et al. (Arch. intern. Med., 1949, 83, 
632). The dose of tromexan required for induction and 
maintenance of hypoprothrombinaemia must be deter- 
mined for each patient because there is wide variation in 
individual responses. Tromexan is more effective given 
in divided doses than in large single daily doses. 

In a series of 151 patients treated with tromexan, 13 
bled after the therapeutic level of prothrombin had been 
reached; 8 of them had haematuria. Four patients died 
—from cerebral haemorrhage, status epilepticus, coronary 
thrombosis, and bronchopneumonia respectively. In 
none of these was glycogen accumulation or fatty in- 
filtration of the liver found post mortem. Of I11 
patients further thrombo-embolic complications occurred 
in only 4:5%. The: authors consider tromexan to be 
less satisfactory than heparin for the treatment of pul- 
monary embolism. The chief value of tromexan is as a 
prophylactic against the extension of thrombosis or the 
formation of new thrombi. 

The action of naphthoquinone derivatives in raising 
the blood prothrombin to a safe level in patients treated 
with anticoagulants was also studied. After tromexan, a 
dose of 50 mg. of “‘ synkavit’’ by mouth significantly 
increased the rate of recovery; doses by injection or 
larger doses by mouth were no more effective than the 
50-mg. dose. Vitamin-K, oxide in 250-mg. doses was 
effective in some patients but not in others. The authors 
think this dose may have been too small. 

Of a group of 25 patients with hypoprothrombinaemia 
receiving tromexan maintenance therapy, synkavit pro- 
duced significant rises of prothrombin of 5% or more in 
65-2% [sic]. 

The authors consider that tromexan is better and safer 
than dicoumarol because it lowers the blood prothrombin 
activity more rapidly, and the day-to-day adjustment of 
the maintenance level can be made more easily because 
tromexan is so rapidly excreted. In spite of this, it is not 
a suitable drug for use except in hospital because of the 
need for frequent prothrombin determinations. 

; L. G. Goodwin 


21. Clinical Evaluation of 4-Hydroxycoumarin Anti- 
coagulant No. 63 

R. Rotrer and O. O. Meyer. Archives of Internal 
Medicine [Arch. intern. Med.] 88, 296-309, Sept., 1951. 
5 figs., 17 refs. 


The authors find that 4-hydroxycoumarin anticoagu- 
lant No. 63—a synthetic substance related to dicoumarol 
—is a safe and effective preparation for use in the treat- 
ment of thrombo-embolic disorders. 1t has an advantage 


over dicoumarol in that with its use a therapeutic pro- 
thrombin level is attained more quickly and it is easy 
to maintain this effect with a relatively steady dose. 
Given in an initial dose of 2 mg. per kg. body weight it 
produced a prothrombin level of 20% to 25% in 24 to 48 
hours. Marked drug resistance was encountered in only 
5 of 130 trials. The maintenance dosage varied, but was 
of the order of 25 to 30 mg. at 1- to 3-day intervals. The 
initial dose of 2 mg. per kg. proved excessive for only 2 
of 124 patients; 64 of these patients completed a course 
of therapy which exceeded 7 days, and 3 received treat- 
ment for 10 to 14 weeks. No toxic effects were en- 
countered. Gross bleeding attributable to treatment 
occurred in 4 of the 124 patients. 

The authors’ findings in relation to the use of vitamin- 
K preparations as antidotes are in keeping with those of 
others using dicoumarol as the anticoagulant. Vitamin 
K, and its oxide were the most reliable of the vitamin-K 
preparations for this purpose. Their experience with 
transfusions of blood was unusual in that administration 
of fresh blood failed to influence the prothrombin level 
significantly. No explanation of this finding is apparent. 

A. Brown 


22. Comparative Effects of Heparin _ Paritol-C 
upon Blood Coagulation and Prothrombin Time and upon 
the Plasma Antithrombin Level 

G. W. Howe, C. A. ArmBRusT, E. M. McPEaAk, and 
E. Ettiotr. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 38, 542-549, Oct., 1951. 2 figs., 
13 refs. 


The authors describe a method by which they determine 
the amount of antithrombin present in oxalated plasma 
—incubating 0-5 ml. with 0-1 ml. of selected dilutions of 
a commercial thrombin preparation in distilled water for 
30 minutes at 37° C. _Of 100 normal subjects tested, 88 
were found to have an antithrombin level of 0-03 to 
0-04 unit. 

This test is a more valuable guide to the therapeutic 
administration of heparin and “ paritol-C”’ (a poly- 
sulphuric acid ester of polyanhydromannuronic acid) 
than estimation of blood coagulation and prothrombin 
times when carried out within 4 hours of collecting the 
blood. Dicoumarol and “ tromexan” have no de- 
monstrable action on the antithrombin level. Sub- 
cutaneous injection of 200 mg. of heparin altered the 
antithrombin level over 12 hours, but 4 mg. of paritol-C 
per kg. gave more consistent results. Its repeated injec- 
tion may produce local and systemic reactions together 
with gradual rise in prothrombin time, so that it must be 
used with care. Ernest T. Ruston 


23. Experiences with Heparin: Comparative Effects 
of Intravenous and Subcutaneous Administration in the 
Same Individuals 
E. W. HaucH and N. W. BARKER. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.]| 38, 550-556, 
Oct., 1951. 2 figs., 11 refs. 


There was no correlation between the effects of the 
intravenous injection of 50 mg. of hepatin and the sub- 
cutaneous injection of 200 to 600 mg. of heparin in a 
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vehicle containing 18°% glycerin and 8% glucose. The 
test was carried out on 20 subjects, the coagulation time 
being determined 10 minutes after intravenous injection 
and 4 hours after subcutaneous injection, although in 
5 cases prolongation persisted for 24 hours. More than 
half the subjects had discomfort at the site of sub- 
cutaneous injection. Ernest T. Ruston 


24.° The Adrenergic Blockipg Action of Some Dibenz- 
azepine Derivatives 

L. O. RANDALL and T. H. SmitH. Journal of Pharma- 
cology and Experimental Therapeutics {J. Pharmacol.) 103, 
10-23, Sept., 1951. 8 figs., 9 refs. 


Among a series of 18 dibenzazepine compounds 
the properties of the most potent derivative, 6-allyl- 
6 : 7-dihydro-SH-dibenzazepine phosphate, have been 
examined in detail. A dose of 0-5 mg. per kg. intra- 
venously caused a prolonged fall in the carotid blood 
_ pressure of dogs and a reversal of the adrenaline action 
(4 wg. per kg.) lasting about an hour. The pressor 
effects of carotid occlusion and of acetylcholine (1 mg. 
per kg.) in atropinized dogs were either decreased or 
reversed. In cats the potent derivative (1 mg. per kg.) 
caused a partial block of the nictitating-membrane 
response to continuous stimulation, and a complete 
block to stimulation by adrenaline and noradrenaline. 
Like many other adrenergic blocking drugs, this new 
compound inhibited the blood-pressure response to nor- 
adrenaline and abolished that to adrenaline. In 4 dogs 
and 6 cats similar adrenaline-reversal effects were ob- 
tained with oral doses of 10 to 30 mg. per kg.—20 to 30 
times the effective intravenous dose. On the isolated 
seminal vesicle of the guinea-pig the stimulating effect of 
adrenaline was blocked, but the inhibitory effects of 
adrenaline on isolated tracheal rings of guinea-pigs and 
on rabbit intestine were unaffected. The new compound 
was nearly as strong as papaverine as a coronary dilator 
and a depressant of amplitude in the isolated perfused 
rabbit heart. As regards toxicity, the intravenous LD50 
in mice was 26 mg. per kg., in rabbits 26-5 mg. per kg., 
and in dogs 50 mg. per kg. Lethal doses in dogs pro- 
duced convulsions and respiratory failure. 

[This new allyl dibenzazepine derivative should be 
subjected to clinical trials, since it is a strong, short- 
acting adrenergic blocking agent, itself causing a pro- 
longed fall in blood pressure. It is orally active and has 
a relatively low toxicity.] G. B. West 


25. Comparison of the Actions of Adrenaline and Nor- 
adrenaline on the Cardiac Output in Man 

H. Barcrort and I. Starr. Clinical Science (Clin. Sci.] 
10, 295-301, Aug., 1954. 8 refs. 


The effects of adrenaline and noradrenaline (each in- 
jected at the rate of 10 j.g. per minute for 5 minutes) on 
the cardiac output in 3 healthy subjects and 3 patients 
with a normal circulation were compared by means of 
the ballistocardiograph. Adrenaline always caused an 
increase in cardiac output (+ 40°), whereas noradrena- 
line always caused a decrease (—32%). Systolic blood 
pressure was raised 16 mm. Hg by adrenaline and 364mm. 
Hg by noradrenalifie. Noradrenaline also increased the 


diastolic blood pressure by an average of 29 mm. Hg; 
the heart rate was slowed by 24 beats per minute. . These 
results confirm the findings of Goldenberg and his co- 
workers that there are marked differences in the action 
of these two amines upon the human circulation. 

G. B. West 


26. The Effect of Menthol on the Thermoreceptors. 
[In English] 

H. Henset and Y. ZOTTERMAN. Acta Physiologica 
Scandinavica [Acta Physiol. scand.| 24, 27-34, Oct. 9, 
1951. 3 figs., 9 refs. 


To test the effect of menthol on the thermoreceptors the 
tongue of a cat was maintained at a constant temperature, 
and action potentials were recorded from fine strands of 
the lingual nerve containing only a few functioning fibres 
conveying impulses from cold-receptors. Menthol was 
applied in concentrated oily or in aqueous solution. 
It was found that when the tongue was kept at a tem- 
perature between 20° and 30° C. the cold impulses were 
discharged at a constant maximum rate; if the tem- 
perature was raised the discharge of impulses diminished 
until it ceased. (The temperature at which this happens 
is named the “ stationary threshold temperature ’’; often 
it is about 40° C.) If menthol was applied to the tongue 
the discharge of cold impulses began again, but it could 
be suppressed by raising the temperature further to 
47°C. Thus menthol produces chemical sensitization 
of the cold-thermoreceptors. to thermal (cold) stimuli. 
No evidence was found that menthol sensitized heat- 
receptors to heat. High concentrations of menthol have 
an anaesthetic effect upon the receptors in the tongue. 

The concentrations of menthol which are effective in 
sensitizing the cold receptors lie in the range between | in 
1,000,000 and 1 in 10,000. Probably menthol exerts its 
action on an enzyme which is concerned in the thermally- 
conditioned regulation of the discharge of the cold 
receptors. F. Hawking 


27. Clinical Experience with ‘‘ Dromoran’”’ [(—)-3- 
Oxy-N-methylmorphinan Tartrate], a New Synthetic 
Analgesic. (Klinische Erfahrungen mit Dromoran [(—)- 
3-Oxy-N-methyl-morphinan-tartrat], einem neuen syn- 
thetischen Analgeticum) 

H. K. V. RECHENBERG and R. ZEERLEDER. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 81, 
1086-1089, Nov. 3, 1951. 20 refs. 


** Dromoran”’ is one of a number of synthetically 
produced derivatives of the basic morphine nucleus 
prepared during the last few years: Its advantages over 
morphine include good analgesia with better tolerance, 
slightly less sedative action, longer duration of action, 
the more rare occurrence of confusion states in older 
patients, the possibility of oral medication, use when 
morphine is contraindicated because of nausea and 
vomiting, and, most important, continued effectiveness 
after use over several months. The usual dose is one 
2-mg. ampoule subcutaneously once or twice daily or one 
tablet of 1-5 mg. orally once to three times daily. When 
necessary this dose can be increased 3 or 4 times. It is 
effective within 10 to 20 minutes of subcutaneous injection 
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or 20 to 30 minutes of oral administration. Satisfactory 
analgesia lasts from 3 to 8 hours, with an average of 4 
to 6 hours. 

A description is given of a clinical trial on over 250 
patients suffering from pain caused by a variety of con- 
ditions, including malignant disease, circulatory dis- 
turbance, osteoarthritis, nervous diseases, and intestinal 
and kidney disease. Results were particularly good in 
such acute conditions as renal colic, neuralgia, and 
circulatory disturbances. In chronic pain caused by 
neoplasms or chronic inflammation dromoran was used 
extensively and results were often good. Improvement 
in cases of cardiac dyspnoea following the depressant 
action of dromoran on respiration was also noted., Ina 
series of 100 patients, 90 approved of the analgesia pro- 
duced by the drug and 80 experienced no side-effects. 
Vomiting occurred in 6 patients, nausea in 4, dizziness in 
3, confusion in 3, and euphoria in 4. As euphoria is not 
an unpleasant reaction the number of patients found 
unable to tolerate the drug was only 16. Tolerance to 
side-effects was good in old people and children, and 
increased in all patients after the first few days of treat- 
ment. R. Hodgkinson 


28. The Mode of Action of Sodium Diphenylhydan- 
toinate (Dilantin) in Epilepsy 

R. B. Atrp and L. Strait. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 103, 136— 
146, Oct., 1951. 2 figs., 9 refs. 


Subcutaneous injection of 0-02 to 0-05 ml. of a 2% 
suspension of “ dilantin’? markedly decreases the in- 
cidence of convulsions induced in white mice by 96 mg. 
of cocaine per kg. of body weight. Previous results 
obtained with vital dyes suggest that this protection is 
due to diminished permeability of the blood-brain 
barrier. In order to examine this further, cats were 
anaesthetized by the administration of 20 mg. of chlora- 
lose and 0-2 ml. of paraldehyde per kg., these doses being 
shown to be without effect on the electric convulsive 
threshold or on the cocaine convulsive threshold in mice. 
The cocaine content of the motor cortex, cerebrospinal 
fluid, and blood was determined spectrophotometrically 
in cats which had received dilantin and in control animals, 
both groups having received equal doses of cocaine. It 
was found that in the control animals the average cocaine 
concentration in the brain tissue was 66 yg. per g., and 
in the group which had received the dilantin it, was 
51 yg. per g. The dilantin was given orally in a dosage 
of 15 mg. per kg. for 3 days before the experiment. The 
cocaine concentration in the blood was the same in both 
groups. V. J. Woolley 


29. The Anticonvulsant Activity of «-Phenyl Succini- 
mides 

G. CHEN, R. PoRTMAN, C. R. Ensor, and A. C. BRATTON. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 103, 54-61, Sept., 1951. 5 refs. ‘ 


The potency of a large number of succinimide com- 
pounds has been compared by observing their effect in 
suppressing convulsions induced in rats by injection of 
leptazol or in cats and mice by electrical stimulation. 


The drugs were all homologous substitutions on the 
five-membered heterocyclic imide of dibasic acid—white 
crystalline substances, insoluble in water—and were ad- 
ministered by mouth, in suspension form if necessary. 
The compounds fell naturally into two groups: the «,- 
methyl! and ethy! substituted compounds, which are more 
effective against leptazol than against electric shock; and 
the «,«-diphenyl and «,8-diphenyl succinimides, which 
show the reverse effect, thus resembling phenytoinum 
sodium in this respect. The former are more active 
than troxidone, when given in non-hypnotic doses, in 
suppressing convulsions due to leptazol. Some 50 
patients obtained relief from attacks of petit mal when 
given 2 g. of N-methyl-«-phenyl succinimide, in divided 
doses, and showed no evidence of toxic effects. 
James D. P. Graham 
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30. Measurements of Direct -Amebicidal Potential by 
a Micro-method for the Screening of Drugs in vitro 

B. P. PuHittips. American Journal of Tropical Medicine 
[Amer. J. trop. Med.} 31, 561-565, Sept., 1951. 13 refs. 


The assessment of the amoebicidal action of chemicals 
in vitro has been handicapped by the presence of bacteria 
in cultures of Entamoeba histolytica, but the successful 
cultivation of the amoeba with Trypanosoma cruzi has 
provided a method whereby potential drugs can be tested 
in the absence of bacteria. In the present paper an 
account is given of the results of tests with 10 drugs 
carried out in micro-cultures of E. histolytica accom- 
panied by the trypanosome. Since in all the tests the 
flagellates were intact and maintained their normal 
motility, these experiments provided a method for deter- 
mining the direct action of the drugs on the amoebae 
alone. It was found that penicillin, streptomycin, 
chloramphenicol, and bacitracin had a very low amoebi- 
cidal effect; aureomycin, terramycin, and simaroubidin 
were effective even in low concentrations; and emetine 
hydrochloride, actidione, and arsenamide sodium each 
showed remarkable amoebicidal activity. 

The value of these tests in vitro was emphasized by their 
close correlation with previous tests in vivo of the same 
drugs in cases of human amoebiasis. On this account 
the method described affords a procedure for a pre- 
liminary selection of promising amoebicidal drugs from 
the numerous compounds produced for therapeutic 
purposes. C. A. Hoare 


31. Laryngeal Obstruction due to Antibiotic Therapy 
O. E. ANDERSON. Archives of Otolaryngology [Arch. 


Otolaryng., Chicago] 54, 34-37, July, 1951. 4 refs. 


In this paper the author deals only with penicillin, as 
the newer antibiotics have not been in use long enough 
and few cases of sensitization to them have yet been 
reported. He states that * the value of penicillin to the 
physician is threatened because sensitivity to the drug 
may result from its use for trivial symptoms. When 
penicillin is used in this way, treatment may do more 
harm than the underlying disease °’. 
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In laryngeal obstruction due to allergic reaction the 
condition is an angioneurotic oedema; the epiglottis 
plays an important part in this, as the mucosa on the 
anterior surface is not adherent and oedema folds back 
the epiglottis towards a glottis already narrowed vad 
swelling of the laryngeal mucosa. 

Details of 4 cases are given. In 3 of them tracheotomy 
was needed; in 1 a sulphonamide had been administered 
with the penicillin, and it seems possible that this was the 
deleterious agent; in another, penicillin was given in oil— 
wax, and the vehicle may have been responsible. In 
one case the obstruction followed the use of penicillin 
tablets. 

‘In the treatment of laryngeal obstruction sedation 
should not be started until oxygen balance has been 
restored; but it is important, as it relieves the patient’s 
apprehension and lowers the metabolic rate, thus 
diminishing the demand for oxygen. Antihistaminic 
_ drugs should be administered, intravenously for choice 
as well as by mouth; “ benadryl” should be given in 
dextrose and water, not in saline. Tracheotomy is 


preferred to intubation, as the tube may damage the 
oedematous laryngeal tissues. 


F. W. Watkyn-Thomas 


32. Antithyrotoxic Effects of Antibiotics in Rats 


J. Meires and R. C. OGLE. Proceedings of the Society 
for Experimental Biology and Medicine (Proc. Soc. exp. 
Biol., N.Y.] 77, 758-761, Aug., 1951. 1 fig., 16 refs. 


Crystalline penicillin, neomycin, and streptomycin 
were fed to 100 young male and female rats (0-05% in 
the diet) to discover whether they would inhibit the 
retardation of growth produced by feeding an iodinated 
casein compound containing thyroxine (‘* protamone ”’) 
in a proportion of 0-16% in the diet. It was found that 
all 3 crystalline antibiotics partially or completely in- 
hibited the effect of the protamone. Penicillin and 
neomycin appeared to be more effective in the presence of 
adequate amounts of vitamin B;2. In the rats receiving 
the antibiotics there was an increased food consumption, 
with greater efficiency in converting food into body 
weight; there was no alteration in the increase in basal 
oxygen consumption (74%) nor in the effect of the pro- 
tamone on adrenal weight. 
was prevented by the antibiotics given. 

Norval Taylor 


33. Studies on the Antibiotic Substances from Actino- 
myces. XIV. In vitro and in vivo Activities of Several 
Kinds of Basic Antibiotics from Actinomyces upon 
Pasteurella tularensis 

A. Miyamori. Tohoku Journal of Experimental Medicine 
[Tohoku J. exp. Med.} 54, 288, Aug., 1951. 


Roseomycin is an antibiotic obtained from Strepto- 
myces roseochromogenus. In vitro it inhibited the 
growth of Brucella tularensis in a concentration of 25 pg. 
per ml., whereas streptomycin was inhibitory in a con- 
centration of 3 yg. per ml. In mice infected with Br. 


tularensis streptomycin and roseomycin were equally 
effective in a dose of 1 g. daily in 4 divided doses. ° 
G. M. Findlay 
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Atrophy of the thymus gland 


34. Steatorrhea following the Use of Antibiotics 
R. R. Meruiss and A. HorrMAN. New England Journal 
of Medicine |New Engl. J. Med.) 245, 328-330, Aug. 30, 
1951. 5 refs. 


Details are given of 4 patients who had been treated 
with chloramphenicol, aureomycin, terramycin, or peni- 
cillin with sulphonamides for a variety of reasons. About 
a week after the initial condition had cleared up these 
patients developed a troublesome diarrhoea which had 
the character of a mild sprue syndrome. On intensive 
investigation no causative agent was found. The diar- 
rhoea was regarded as due to a dysfunction of the small 
intestine associated with fatty stools. After the patients 
had lost weight and endured some discomfort success 
was obtained from the administration of a low-fat diet, 
crude vitamin-B preparations, and parenteral liver 
extract. 

The authors suggest that the syndrome was due to the 
effects on the flora of the small gut of the oral antibiotics 
or the penicillin-sulphonamide combination, causing a 
deficiency state which resembled that seen in sprue. The 
presence of moniliae was regarded as secondary and not 
of aetiological significance. James D. P. Graham 


35. Studies on Antibiotics and the Normal Intestinal 
Flora 

S.M. FINEGOLD. Texas Reports on Biology and Medicine 
[Tex. Rep. Biol. Med.] 9, 432-444, 1951. 3 figs., 12 refs. 


An investigation was made of (1) the efficacy of an 
antibiotic, circulin, derived from Bacillus circulans, in 
intestinal infections; and (2) the value of combined oral 
administration of streptomycin (supplemented with 
aluminium pectinate) and bacitracin (an antibiotic 
derived from Bacillus subtilis). In Experiment 1, 5 dogs 
were used: 4 received 60 to 480 mg. of circulin per kg. 
daily for 10 to 11 days, and the other dog received 240 
mg. of circulin per kg. and 1 g. of succinylsulphathiazole 
per kg. daily for 11 days, and then succinylsulphathiazole 
alone for an additional 23 days. There was no evidence 
that circulin had any antibacterial effect on the intestinal 
flora as examined in the faeces. In Experiment 2, 4 
normal human subjects were used. Two were given 0:33 
g. of streptomycin in tablets or solution every 4 hours 
together with 1-33 g. of aluminium pectinate in capsules 
every 4 hours for 21 and 26 days respectively. On the 
9th day they were given approximately 49,000 and 61,000 
units of bacitracin every 4 hours in addition and 
received this for 12 and 17 days respectively. On the 
20th day phthalylsulphathiazole was given in addition, 
1-5 g. every 4 hours. The other 2 subjects received 
50,000 and 75,000 units of bacitracin initially every 4 
hours for 23 and 24 days respectively; on the 8th day 
they were given in addition streptomycin and aluminium 
pectinate in the same dosage as the first 2 subjects for 15 
and 16 days respectively. An analysis was made of stool 
specimens for total organisms, coliform bacilli, Strepto- 
coccus faecalis, and anaerobes. The results suggested to 
the author that the combination of streptomycin and 
bacitracin gave better results than either antibiotic alone, 
but valid conclusions obviously could not be drawn from 
a study of so few subjects. R. Wien 
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36. Use of Penicillin with Blood in Children. 
Me€HEHHE C KPOBbW y 

R. S. GIRSCHGORN-ZHILOVA. /7eQuampua [Pediatriya] 
No. 2, 57-59, 1951. 


The frequency of dosage with penicillin can be reduced 
by mixing it with blood, which slows the rate of absorp- 
tion. The required dose of the dry powder was dissolved 
in 1 ml. of saline, mixed in a syringe with 1 ml. of fresh 
or stored blood, and injected intramuscularly. The in- 
jection was repeated after 12 hours. This method was 
used successfully in 130 children with various diseases. 
No infiltration or other complications due to the injection 
of blood were noted, and the therapeutic effect was as 
good as that obtained in a control group of children 
treated with penicillin in saline who received three times 
as many injections. [This method of administration 
probably carries with it a risk of transmitting serum 
hepatitis.] D. J. Bauer 


(Tpu- 


37. The Relationship of the Human Plasma Proteins 
in the Action and Transport of Penicillin 

B. HALPERN, R. E. DoLkart, J. B. LesH, R. L. Kutz, 
F. L. Dey, and B. WoLNAK. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.) 103, 202- 
208, Oct., 1951. 1 fig., 14 refs. 


38. Fixed Drug Eruption from Aureomycin. Report 
‘of Two Cases 

A. L. WetsH and L. C. GoLpBERG. Archives of Der- 
matology and Syphilology {Arch. Derm. Syph., Chicago] 
64, 356-358, Sept., 1951. 23 refs. 


The authors state that they have been unable to find 
any reference in the literature to a fixed type of eruption 
from any of the antibiotics. There are reports of various 
reactions to aureomycin, but not of a fixed eruption to 
this drug. Thecase of one of the authors who personally 
experienced such an eruption is described. 

' In 1944 he developed urticaria following sulpha- 
diazine treatment. This was the first occasion that this 
drug had caused any eruption. There was a history of 
pruritus and gastric upset due to aspirin some years 
before. He had previously taken aureomycin, 250 mg. 
every 6 hours for 14 days, on 3 occasions without any 
eruption. In November, 1950, 250 mg. aureomycin was 
taken 4 times daily together with 1 or 2 amidopyrine 
tablets daily. After 3 days pruritus developed, and after 
! more day 9 red macules appeared, each about | to 2 cm. 
in diameter. The drugs were continued, and after 24 
hours each of the skin lesions became bluish purple in 
the centre and developed a central bulla which became 
haemorrhagic. Both drugs were discontinued and the 
lesions faded in 7 to 10 days, leaving a brownish pig- 
mented macule at the site of each lesion. Aureomycin 
was again taken in December, 1950, and the pigmented 
macules became pruritic, red, and then bullous. Several 
were haemorrhagic. This followed the ingestion of 3 
capsules of 250 mg. each. No amidopyrine was taken 
for 2 days, but no change in the macules occurred. On 
Jan. 6, 1951, 25 mg. of aureomycin was taken; within 
30 minutes pruritus developed in each macule and quickly 
became generalized. A further 25 mg. was taken, and 


within an hour the macules became red and bullods. 
Diarrhoea also followed and lasted for 24 hours. The 
eruption faded in 14 days, leaving brown macules. 
Penicillin and terramycin, though taken several times, 
had not caused any eruption. 

A further case is described in which pruritus and 
annular lesions occurred within pigmented macular 
areas remaining at the site of erythema multiforme 
lesions following administration of aureomycin. Both 
patients gave negative reactions to patch tests with 
aureomycin ointment, and tests with a 3% solution of 
aureomycin on normal skin areas also gave negative 
results. In addition, intradermal tests with an intra- 
venous solution of aureomycin on normal skin areas 
and on affected sites gave negative reactions. The re- 
action to a control test with this solution on another 
person was also negative. H. S. Laird 


39. Deafness from Dihydrostreptomycin 
R. W. Biact. British Medical Journal (Brit. med. J.] 2, 
651-652, Sept. 15, 1951. 


At the East Fortune Hospital, Drem, North Berwick, 
30 cases of tuberculous meningitis and 4 cases of miliary 
tuberculosis were treated, some with streptomycin and 
others with dihydrostreptomycin. There were 8 deaths 
in the former group and none in the latter group. Of 
the remainder, 14 cases of tuberculous meningitis and 
3 cases of miliary tuberculosis were treated with strepto- 
mycin, and 8 cases of meningitis and 1 miliary case were 
treated with dihydrostreptomycin. Of the 9 patients 
treated with dihydrostreptomycin, 4 developed nerve deaf- 
ness; 2 of these, who became totally deaf, had received 
2 g. dihydrostreptomycin daily for over 4 months. 

Intensive antibiotic therapy was used in all cases. For 
adults, the first course of treatment consisted of 2 g. of 
the antibiotic daily in 2 doses by intramuscular injection 
for 4 months and 100 consecutive daily intrathecal doses 
of 50 mg. Between the first and second courses there 
was a rest period of 14 to 28 days, depending on the re- 
sponse. The second course consisted of 2 g. daily in 2 
doses by intramuscular injection for 3 months and 50 
intrathecal injections of 50 mg. at 2-day intervals. A 
standard reduction in dose for each age group was made 
in children. 

No patient receiving streptomycin became deaf. The 
author concludes that the deafness was due to the di- 
hydrostreptomycin, and that there appear to be no 
grounds for continuing to treat tuberculous meningitis 
with dihydrostreptomycin rather than with streptomycin. 

Norval Taylor 


40. Distribution of Streptomycin in Fluids, Organs, 


and Tissues of the Body and its Elimination. (O pac- 
TKAHAX OpraHH3Ma H ero 

R. O. Draskina and E. P. SINELNIKOovA. J/7podaemet 
Tydepxyaesa [Probl. Tuberk.] No. 5, 13-20, 1951. 


The authors administered streptomycin to healthy 
animals and also to animals infected by tuberculosis, 
with a view to assessing its distribution in the body. 
The maximum diffusion of the antibiotic into the blood 
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ahd tissues occurred in guinea-pigs and rabbits and the 
minimum diffusion in mice. 

The question of the optimum concentration of strepto- 
mycin in the blood has not yet been answered. Many 
authors found it necessary to obtain only a minimum 
bacteriostatic concentration or one which only slightly 
exceeded it. Previous investigation has definitely proved 
the need to obtain a concentration of streptomycin which 
would lead to its diffusion from the blood into the organs 
and tissues. With a blood concentration of 40 units per 
mil. the authors observed in all animals that the strepto- 
mycin penetrated to most organs and tissues and was 
retained there for the longest period. 

The introduction of streptomycin in small doses at 
frequent intervals is theoretically less justifiable than the 
introduction of large doses at long intervals. The 
introduction of 0-5 g. of streptomycin twice in 24 hours 
appears to be the most rational procedure. Still more 
effective seems to be the administration of | dose of 
0-9 to 1-2 g., which produces‘ level of 45 to 60 units per 
ml. of blood. H. W. Swann 


INSECTICIDES AND REPELLENTS 


41. DDT Resistant Strain of Musca nebulo 

R. Pat. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. roy. Soc. trop. Med. Hyg.| 
45, 125-126, Aug., 1951. 1 ref. 


Flies captured from 3 localities which had been sprayed 
regularly with DDT during the past 4 years showed no 
indication of increased resistance to this insecticide. In 
a laboratory experiment 250 flies were exposed to DDT. 
The survivors were allowed to breed, and this was con- 
tinued for 12 generations. During the first 3 generations 
a slight increase in resistance was developed (1 to 1-6) 
but there was no further increase in subsequent gene- 
rations. W. H. Horner Andrews 


42. Comparative Evaluation of Certain High Pressure 
Insecticidal Aerosols against Musca domestica 


S. L. Resnick and R. L. CrRoweLt. Journal of the - 


National Malaria Society {J. nat. Malar. Soc.| 10, 248- 
256, Sept., 1951. 4 figs., 4 refs. 


A modified method has been utilized for the evalua- 
tion of various high-pressure aerosols in modified 
Peet-Grady chambers against insectary-reared Musca 
domestica. Comparisons have been made between ex- 
perimental formulations and G-382, an approved aircraft 
formulation, containing 5% pyrethrum extract and 3°% 
DDT. A formula containing 1% piperony! butoxide, 
8% “264”, 3% DDT, and only 2% pyrethrum was 
cheaper and more effective than the standard G-382; 
however, it produced irritation of the mucous mem- 
brane of the nose and throat. The combination of 1% 
piperonyl butoxide and 8% “* 264”’ as pyrethrum syner- 
gists has maintained the effectiveness of an experimental 
formula against house flies resistant to various halo- 
genated hydrocarbons. Allethrin has been substituted 


for pyrethrum in the standard G-382 formulation 
‘without loss in effectiveness. 


The synergistic action of 
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piperonyl butoxide and ‘* 264’, however, has not been 
as evident in formulations containing allethrin sub- 
stituted for the natural pyrethrum. The product 
lethane 384 has shown considerable promise as an 
effective ingredient in aerosol formulations.—[{Authors’ 
summary.] 


43. The Toxicity of DDT to Anopheles claviger 
(Meigen) in Sardinia and on the Italian Mainland 

H. Trapipo. Journal of the National Malaria Society 
[J. nat. Malar. Soc.] 10, 266-271, Sept., 1951. 10 refs. 


The author summarizes his findings as follows: ** The 
48-hour MLD of DDT for Anopheles claviger in Sardinia 
and on the Italian mainland was found to be 1 part DDT 
in 10 million parts of water, about one-twentieth [it is 
obvious from the context that “* about one-twentieth ” 
should read “about 20 times] that reported for 
A. quadrimaculatus in the United States. Despite this 
relative lack of sensitivity of A. claviger to DDT, no 
evidence was found of an acquired resistance in Sardinia, 
where DDT has been intensively and repeatedly used, 
since the same MLD was found for larvae from an area 
on the Italian mainland, where DDT larvicide had not 
been used.”’ He suggests that it would be desirable to 
establish the MLD of DDT and certain other insecticides 
against the larvae of the important malaria vectors of the 
world, and that methods of conducting and reporting 
toxicity tests against mosquito larvae should be 
standardized. R. M. Gordon 


44. Mosquito Repellents for Application to Clothing 

C. N. SmitH and M. M. Cote. Journal of the National 
Malaria Society [J. nat. Malar. Soc.| 10, 206-212, Sept., 
1951. 1 ref. 


Some 150 chemicals which, when applied to clothing 
for considerable periods, had proved effective repellents 
against various species of mosquitoes were subjected to 
more critical tests. Stockings which had been treated 
with the repellents dissolved in acetone were worn for 
8-hour periods. They were then tested in the field for 5 
minutes each on 3 different persons who exposed them- 
selves to the bites of salt-marsh mosquitoes, Aédes taeni- 
orhynchus (Wied.) and A. sollicitans (Walk.). When the 
average number of bites through the stockings was fewer 
than 5 in 5 minutes the repellent was considered efficient 
provided it (a) did not cause irritation of the skin, 
(b) was not reported to be unsafe for use according to 
toxicological tests, (c) did not stain fabrics, and (d) did 
not possess a strong disagreeable odour. Some of the 
most effective mosquito repellents which satisfied these 
criteria were then tested in mixtures containing tick,. flea, 
and mite repellents which previously had proved out- 
standingly successful. The tests were carried out by 
exposing persons wearing various types of protective 
garments to the bites of Aédes and anopheline mosquitoes. 
As a result of these investigations the authors selected the 
mixture “‘ M-1960”’ for an all-purpose repellent treat- 
ment. M-1960 is stated to contain 2-butyl-2-ethyl-1 : 3- 
propanediol (30°), N-butylacetanilide (30%); benzyl 
benzoate (30%), and ** tween 80 (10°) as emulsifier. 

R. M. Gordon 
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EXPERIMENTAL PATHOLOGY 


45. Experimental Nutritional Megaloblastic Anemia: 
Relation of Ascorbic Acid and Pteroylglutamic Acid. 
I. Nutritional Data and Manifestations of Animals 

Cc. D. May, R. D. SUNDBERG, F. SCHAAR, C. U. Lowe, 
and R. J. SALMON. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 82, 282-309, Sept., 1951. 
10 figs., 18 refs. 


The authors, in the first paper of a series devoted to 
various aspects of experimental nutritional anaemia, 
describe the production of megaloblastic anaemia in 
monkeys fed on a milk diet deficient in ascorbic acid. 
Monkeys given the same milk diets supplemented with 
adequate ascorbic acid remained in good health for pro- 
longed periods and maintained normal blood and bone 


marrow. The authors consider that this experimental 


megaloblastosis is virtually indistinguishable from that 
seen in megaloblastic anaemia in man, particularly what 
occurring in infancy. It can be cured or prevented 
by pteroylglutamic (folic) acid or folinic acid without the 
aid of ascorbic acid. It can also be cured by ascorbic 
acid alone; vitamin B;2 is valueless. The authors sug- 
gest that the megaloblastosis is due to a disturbance in 
the metabolism of pteroylglutamic acid caused by a 
deficiency of ascorbic acid. They also note that a 
similar anaemia developed in animals kept on milk 
diet and ascorbic acid for a very long time, namely, 388 
days, whereas in a control animal which had no ascorbic 
acid it developed in 311 days. Milk is low in pteroyl- 
glutamic acid content. The authors point out the signi- 
ficance of these experiments, particularly in relation to 
megaloblastic anaemia of infants. Janet Vaughan 


46. The Destruction of Red Blood Corpuscles in 
Experimental Hemolytic Anemia. [In English] 

C. WASASTJERNA. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 258, 140, t-85, 1951. 14 figs., biblio- 
graphy. 


47. Experimental Pellagra in Mice 
W.E. F. Wincket. Documenta Neerlandica et Indonesica 
de Morbis Tropicis [Docum. neerl. indones. Morb. trop.] 


3, 205+234, 1951. 16 refs. 


The author fed white mice on a diet closely similar to 
that used in Japanese prisoner-of-war camps in Java and 
Siam, where a large number of cases of pellagra occurred. 
The diet consisted mainly of carbohydrates, and was poor 
in proteins and fats. About half of the 259 animals in 
the experiment received aneurin additionally, and other 
groups were given vitamins A, C, and D; 50% of the 
animals in each group were kept in constant darkness. 

The mice kept on this diet presented cutaneous, gastro- 
intestinal, ocular, and nervous changes after 20 to 90 
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days. These showed to some extent clinical and histo- 
logical similarities to those found in human pellagra. 
Cataract, which is not a feature of human pellagra, was 
observed in about 10% of the experimental animals. 
Incipient cataract disappeared not only after administra- 
tion of riboflavin, but also when other components of the 
vitamin-B complex as well as casein were added to the 
diet. The development of the cataract was slightly in- 
hibited by addition of vitamins A, C, and D to the diet. 
Two of the mice kept in darkness showed hypersensitivity | 
to light: 42 animals with pronounced cutaneous, gastro- 
intestinal, ocular, and nervous symptoms improved 
greatly after treatment with pantothenic acid. Nicotina- 
mide, riboflavin, and pyridoxine had a less pronounced 
action. A combination of all 4 members of the vitamin- 
B complex with casein had the best therapeutic effect. 

Further experiments mm pair-fed animals indicated that 
quantitative undernourishment was probably not the 
main cause of the anomalies found in the animals kept 
on the basic diet. — 

[This paper, although not concise, contains much 
valuable information; it is, however, doubtful whether 
the coining of the term “ mouse-pellagra ”’ is justified.] 

Z. A. Leitner 


48. Reactions of Isolated Human Asthmatic Lung and 
Bronchial Tissue to a Specific Antigen. Histamine 
Release and Muscular Contractions ; 

H. O. Scuitp, D. F. Hawkins, J. L. MONGAR, and 
H. HERXHEIMER. Lancet [Lancet] 2, 376-382, Sept. 1, 
1951. 8 figs., 33 refs. 


A preparation of human bronchial rings, obtained at 
operation from an asthmatic patient sensitive to pollen 
and house dust, has been used to study the effect of these 
allergens in vitro. There was a clear contraction when 
pollen extract was added to the perfusing fluid, and to a 
lesser degree when house dust was added. Although 
relaxation occurred when fresh perfusing fluid was used 
there was no response to the second addition of allergen, 
indicating desensitization. A response to histamine was 
still obtained, however. 

Preparations obtained from non-asthmatic lungs re- 
sponded to histamine but not to pollen or dust extracts. 
The antihistamine drugs inhibited response to histamine 
in high dilutions, but 10,000 times the concentration was 
necessary to reduce the response to the two allergens, and 
even then incompletely. 

The liberation of histamine during these periods of 
bronchoconstriction was demonstrated by bio-assay. 
The amount produced by asthmatic lung was significantly 
increased, whereas practically none was liberated by 
normal lung when in contact with pollen solutions. Ad- 
dition of cortisone to the perfusing fluid did not decrease 
histamine production. The identity of this histamine-like 
substance was confirmed by the similarity of its response 
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to pure histamine, and by the comparable effect of anti- 
histamines and semicarbazide, a histamine potentiator. 
These results show that there is no essential difference 
between anaphylaxis and the human allergic response. 
The completeness of desensitization in vitro is probably 
prevented in vivo by continued production of antibody, 
clearly impossible in bronchial chain preparations. It is 
suggested that antihistamine drugs may be of value in 
asthma if they are used in high concentrations which 
are probably near the limit of clinical tolerance. 
K. Gurling 


49. Effect of Bituminous Coal Dust and Smoke on 
the Lungs—Animal Experiments. I. Effects on Suscep- 
tibility to Pneumonia 

F. J. VintTINNER and A. M. BAETJER. Archives of 
Industrial Hygiene and Occupational Medicine [Arch. 
indusir. Hyg. occup. Med.] 4, 206-216, Sept., 1951. 
14 refs. 


The experiments reported are a continuation of 
previous work at the Johns Hopkins School of Hygiene 
and Public Health, Baltimore, on the effect of certain 
dusts on the susceptibility of rats to lobar pneumonia. 
Rats were exposed in a dust chamber to high concen- 
trations of coal dust or smoke. After various periods 
they were inoculated intrabronchially with pneumococci 
Type 1, and the results were compared with control 
animals similarly inoculated. Some groups of animals 
were given pneumococci in mucin, which in control 
animals led to a lobar pneumonia. Others were given 
pneumococci in broth, which usually leads to a pneumo- 
coccal septicaemia with or without lobar consolidation. 
In addition to the mortality rate, the incidence of in- 
fection was estimated in the mucin experiments from 
the number of survivors showing evidence of healing 
lesions in the lung. In the. broth experiments, the in- 
cidence of lobar consolidation of the lungs was similarly 
estimated. 

No significant differences were found between the 
animals exposed to smoke and the controls in either the 
mucin or the broth experiments. In the mucin experi- 
ment the animals exposed to coal dust for 14 or more 
days showed a lower mortality and infection rate com- 
pared with controls; no such difference was found in the 
broth experiments. The results are thus similar to those 
previously obtained with quartz and feldspar dusts. It 
is suggested that the dusts may act by affecting the 
protective action of the mucin so that the organisms are 
more liable to attack by the body defences; another 
possibility is that local mobilization of macrophages is 
stimulated in response to the dust. C. M. Fletcher 


50. Effect of Aluminum Dust on Susceptibility to 
Lobar Pneumonia—Animal Experiments 

F. J. VintTINNER. Archives of Industrial Hygiene and 
Occupational Medicine [Arch. industr. Hyg. occup. Med.} 
4, 217-220, Sept., 1951. 4 refs. 


The experiments reported here are similar to those 
described in Abstract 49, except that pure metallic 
aluminium dust was used in high concentrations. The 
results were also similar to those in the coal-dust experi- 


ment in that there was a lower mortality and infection 
rate in the dust-exposed animals in the mucin experiments 
but no appreciable difference in the broth experiments. 
Indeed, in the latter there was a slightly higher mortality 
in the rats exposed to dust than in the controls, when the 
exposures were continued over a long period. 

C. M. Fletcher 


51. A Comparison of the Role of the Bronchial 
Arteries in Bronchiectasis and in Experimental Ligation 
of the Pulmonary Artery 

F. B. Cocxetr and C. C. N. Vass. Thorax [Thorax] 6, 
268-275, Sept., 1951. 10 figs., 8 refs. 


One year after ligation of the pulmonary artery in 
dogs, studies were made of the resulting hypertrophy in 
the bronchial arterial systeny) by means of “ neoprene” 
(a fluid plastic) casts of the arteries, veins, and bronchi. 
The establishment of a marked collateral circulation be- 
tween tortuous, dilated bronchial arteries and the pre- 
capillary pulmonary arterial system in the region of the 
lobular branches was demonstrated. The ligated artery 
decreased in size but remained patent distally; a good 
collateral circulation was present within 7 days, and was 
further enhanced by the development of vascularized 
pleural adhesions from the intercostal vessels com- 
municating with this bronchial anastomosis. 

The authors remark upon the similarity of these 
changes to those fréGuently observed in man and asso- 
ciated with chronic pulmonary fibrosis, bronchiectasis, 
tubercflosis, infarction, and emphysema. A lung re- 
moved for total bronchiectasis was studied by the 
technique described. There were free vascular com- 
munications in the bronchopulmonary arterial systems: 
neoprene casts revealed an extreme degree of hypertrophy 
present, the bronchiectatic sacs being surrounded by vast 
networks of tortuous, often aneurysmal, bronchial vessels. 
The pulmonary arteries were shrunken, consistent with 
thrombosis and recanalization, but very large com- 
munications existed between them and the bronchial 
arteries. The authors believe that these are developed 
from minute pre-existing channels present in the normal 
lung which may well serve in abnormal conditions to 
divert the blood flow from the diseased side to the un- 
affected lung. [This paper is well illustrated, gives 
essential details of technique, and discusses with interest 
the significance of the changes reported.] 

C. A. Jackson 


52. Arterial Lesions in Experimental Hyperadrenalism. 
(Le lesioni delle arterie nell’ipersudrenalismo speri- 
mentale) 

A. Rurro. Chirurgia [Chururgia, Milano] 6, 261-274, 
1951. 13 figs., 10 refs. 


In this experimental study, carried out at the General 
Surgical Clinic, Turin University, with a view to sub- 
stantiating Oppel’s theory according to which arteritis of 
young subjects is due to hyperadrenalism, 45 male rabbits 
were repeatedly (up to 16 times at intervals of 4 days) 
grafted with free, homoplastic, subcutaneous transplants 
of whole adrenal glands. Histological changes in the 
walls of the large arteries of animals so treated included 
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plication of the internal elastic membrane of the intima; 
this was interpreted as the result of spasm of the elements 
of the media; the endothelium and the subendothelial 
layer were usually well preserved; the lumen of the 
vessels (both arteries and veins) contained blood clots, or 
thrombi in the process of organization, partially occluding 
the lumen. In the media there was hypertrophy and 
hyperplasia of the fibrous and muscular elements, while 
the elastic tissue showed degenerative changes (vacuo- 
lization). No characteristic changes were observed in 
the adventitia. At least 6 transplants were necessary to 
cause these lesions, but the severity of the changes was 
not directly proportional to the number of grafts. 

Arteriography, carried out on one animal, confirmed 
radiologically the anatomical finding of reduction of the 
arterial lumen in hyperadrenalism. 

[This is an interesting and well-illustrated contribution 
to the problem of the aetiology of thrombo-angiitis 
obliterans.] N. Alders 


53. Hypertensive Cardiovascular Disease. Nature and 
Pathogenesis of the Arteriolar Sclerosis Induced by Bi- 
lateral Nephrectomy as Revealed by a Study of its Tinc- 
torial Characteristics 

E. E. MurrHeap, L. B. TURNER, and A. GROLLMAN. 
Archives of Pathology [Arch. Path., Chicago] 52, 266-279, 
Sept., 1951. 2 figs., 8 refs. 


Arteriolar changes were studied in dogs which had 
been subjected to bilateral nephrectomy. In the dogs 
with hyperacute lesions, and which died within 18 days, 
the main change was a swelling of the medial fibres with 
smudging of the nuclei or a granular necrosis resembling 
the “ fibrinoid’’ changes of vascular disease in man. 
With the more chronic lesions, in dogs surviving for 23 
to 70 days, the change was a gradual replacement of the 
media by hyaline connective tissue. All types of lesion 
tended to terminate with a hyalinization of all coats. 
Studies by 9 different staining techniques showed simi- 
larity in the quality of the changes in both the acute and 
chronic cases. Marjorie Le Vay 


54. Effect of Prolonged High Sodium Chloride In- 
gestion and Withdrawal upon Blood Pressure of Dogs 

C. M. WILHELM), E. B. WALDMANN, and T. F. MCGUIRE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 77, 379-382, July, 
1951. 12 refs. 


Three dogs were maintained for about 4 months on a 
standard diet which contained excess of salt administered 
at the rate of approximately 2-5 g. per kg. per day, and 
for the last 14 months their sole source of drinking water 
contained 2% sodium chloride. The blood pressure was 
determined on 6 days each week. 

The first effect of the increased salt intake was a 
marked increase in the daily variations of blood pressure 
and a small but significant rise in systolic pressure. As 
the dogs became adapted to the diet the systolic pressure 
fell, and in 2 of them no further increase occurred when 
the salt intake was further increased by giving 2% sodium 
chloride as drinking water. During the period of in- 
creased salt intake the dogs were subjected to further 


stress by being confined to a slow-moving treadmill for 
prolonged periods. This treatment resulted in a marked 
rise in both the systolic and the diastolic blood pres- 
sure, but on continuing the treatment both figures fell, 
indicating that adaptation had occurred. [There is no 
information as to the effect of the treadmill treatment 
on normal dogs.] R. P. Foggie 


55. The Neurohumoral Changes in the Renal Form 
of Experimental Hypertension. (O HeiporymopanbHbix 

M. I. GurevitcH. Apxue Ilamoaoeuu [Arkh. Patol.] 
13, 23-27, No. 4, 1951. 9 refs. 


Hypertension was produced in rabbits by the con- 
striction of their renal arteries. The effect of adrenaline 
on their pupillary reaction was then tested, and the 
sympathomimetic and cholinergic content of their serum 
estimated. The sympathomimetic properties of their 
blood were found to be distinctly raised, particularly 
from 2 to 4 months after the start of the experiment. 

L. Crome 


56. Experimental Data on the Role of the Kidneys in. 
the Raising of the Blood Pressure. (SkcnepHMenTanbubie 
WaHHble O pOsIH MOYe€K B MOBbILIEHHH KPOBAHOTO 

S. E. KrasovitzKaya, N. N. Laptzeva, and A. M. 
TCHARNY!. Apxue [Tamoaozuu [Arkh. Patol.] 13, 19-22, 
No. 4, 1951. 2 figs., 3 refs. 


The authors have previously shown that the intro- 
duction of contrast media into the abdominal aorta of 
dogs at the level of the renal arteries leads to durable 
hypertension. They have now repeated this work after 
the animals had been nephrectomized. Hypertension 
still followed and persisted throughout the period of 
observation. The renin—hypertensin mechanism can- 
not therefore be concerned in its production. The 
hypertension is more likely to be reflex in origin. 

L. Crome 


57. Prerenal Proteinuria. I. Particle Size 

T. Appis, E. Barrett, L. G. Poo, and H. UREEN. 
Archives of Internal Medicine [Arch. intern. Med.] 88, 
337-345, Sept., 1951. 2 figs., 8 refs. 


- Experiments on the molecular size of proteins excreted 
in ** prerenal proteinuria ’’ are described. Prerenal pro- 
teinuria is defined as the appearance of large amounts of 
protein in the urine, though no renal lesion can at first 
be detected. Two dissimilar groups are distinguished. 
To the first belong primarily cases of multiple myeloma, 
where the plasma contains a protein that filters readily 
through the normal glomerular membrane because it has 
only half the molecular weight of serum albumin. Also 
to this group belong patients treated with repeated in- 
travenous injections of large amounts of human serum 
albumin, where marked proteinuria cannot be accounted 
for on the basis of any renal lesion; here proteinuria 
occurs because the increase in albumin concentration 
induces such an increase in the usual glomerular filtration 
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of albumin that the tubule cells are no longer able to 
retrieve all of it, so that some escapes in the urine. The 
second group are those patients at first considered to be 
‘in the degenerative stage of glomerular nephritis, the 
initial stage of which had passed unnoticed. They re- 
cover fully, however, and return again at a later stage 
displaying proteinuria and oedema. They are then found 
to have a pure proteinuria, without any other mani- 
festation of disease and no indication in the urinary 
sediment of any renal lesion. Only after some time, 
usually when the patient has become oedematous, 
examination of the sediment shows tubule cells engorged 
with protein droplets, indicating that the capacity of the 
proximal tubule for the reabsorption or digestion of 
protein has been overtaxed. 

The authors refer to the fact that until recently it was 
thought that the kidney filter excludes proteins of a 
molecular weight greater than 70,000, and that it is now 
accepted that this exclusion is not absolute but: relative. 
If the particle size of a protein is large only a little 
- will filter through and the tubule cells will re-absorb 
all of it and none will escape in the urine. If the 
particle size is small a large proportion will filter through, 
and if the quantity in the filtrate exceeds the reab- 
sorptive capacity of the tubule cells, the protein will 
appear in the urine. It is possible, however, to induce 
proteinuria by injection of proteins of a large particle 
size, provided they are administered repeatedly in large 
quantities. 

The authors injected 3 different proteins into the peri- 
toneum of normal rats: egg white (molecular weight 
43,000), globin (65,000), and human serum albumin 
(70,000). The rate of excretion within 17 hours was 
clearly dependent on the molecular size and with the 
larger molecules depended on the amount injected. With 
egg white 44%, 46°%, and 48% were excreted after injection 
of 25, 50, and 100 mg., respectively. With globin the 
ratios were 4%, 8°%, and 8°% with 50, 100, and 200 mg. 
injected. No albumin was found in the urine on in- 
jection of 200 or 800 mg., but the injection of 16,000 mg. 
yielded an excretion rate of 3% (54 mg.). 

Having demonstrated the dependence of urinary ex- 
cretion of protein on molecular size, the authors tested 
on rats under the same conditions the excretion rates of 
Bence-Jones protein isolated from urine of patients with 
myeloma, of proteins from the urine of patients with 
glomerular nephritis, and lastly of the proteins from the 
urine of patients with prerenal proteinuria not of myelo- 
matous origin. The excretion rate with 500 mg. of 
Bence-Jones protein (molecular weight 34,000) was about 
45%, but with urine proteins from cases of glomerular 
nephritis and prerenal proteinuria it varied between 1 
and 2%. 

The authors conclude from this that both in glomerular 
nephritis and in prerenal proteinuria (excluding Bence- 
Jones proteinuria) the urine contains no appreciable 
amount of small protein molecules comparable to those 
of Bence-Jones protein. 

In addition to the account of experimental work, there 
is also a detailed description of the separation of protein 
from urine in an undenatured form suitable for injection 
into animals. H. Lehmann 


58. Prerenal Proteinuria. II. Observations on the 
Urinary Protein 

E. C. Perstke. Archives of Internal Medicine [Arch. 
intern. Med.} 88, 346-349, Sept., 1951. 2 figs., 5 refs. 

The urinary protein from a patient with prerenal 
proteinuria not due to myelomatosis formed a smaller 
volume of packed protein precipitate compared with 
proteins from the urine of 4 patients with glomerular 
nephritis. This finding indicates a distinct difference 
between the two types of protein. 

To test whether this phenomenon allowed conclusions 
about molecular size to. be drawn, the author investi- 
gated eight different proteins: human albumin (molecu- 
lar weight 70,000), egg-white (34,000), bovine albumin 
(70,000), bovine fractions I (mainly fibrinogen, 5,000), 
II (mainly gamma globulin, 17,600), and III (mainly beta 
globulin), human gamma globulin (150,000), and Bence- 
Jones protein (34,000). Centrifugation of the precipi- 
tated proteins under standard conditions yielded specific 
volumes of deposit, but no relationship was found be- 
tween the volumes obtained with different proteins and 
their molecular weight. Proteins of similar molecular 
weight, such as egg-white and Bence-Jones protein, may 
yield markedly different volumes of precipitated protein. 
Human gamma globulin, which has more than twice the 
molecular weight of bovine albumin, yields a smaller 
volume of centrifuged precipitate. 

The author suggests that in the difference between the 
proteins in prerenal proteinuria and in glomerular 
nephritis, differences in hydration of the protein mole- 
cules are probably involved. H. Lehmann 


59. Prerenal Proteinuria. III. Electrophoretic Studies 
E. JAMESON and T. Appis. Archives of Internal Medicine 
[Arch. intern. Med.] 88, 350-355, Sept., 1951. 3 figs. 
Electrophoretic studies were carried out on the proteins 
of the serum and urine of two patients suffering from 
prerenal (non-myelomatous) proteinuria. When the ab- 
normality was at its peak, the serum albumin consisted 
of two well-defined fractions and the beta and gamma 
globulins also showed two separate components. In 
addition, the level of gamma globulin was very low. 
Similar findings were obtained in the urine. In both 
serum and urine the preponderant protein was albumin. 
The first sign of recovery was the reappearance of al- 
bumin as a single fraction. The abnormality which 
remained longest was the double globulin peak in the 
electrophoretic pattern. This disappeared only after the 
patient’s oedema had subsided. Addition of human 
gamma globulin to the abnormal serum changed the 
electrophoretic pattern back to normal. The albumin 
became homogeneous, the split beta globulins reunited. 
The proportion of albumin decreased at the same time, 
which suggested that the abnormal part of the albumin 
had attached itself to the added gamma globulin. The 


injection of the abnormal serum into rats resulted in the . 


appearance of split beta and gamma globulins in the rat 
serum. The authors suggest that ‘* some cementing or 
solubilizing substance present in normal serum might be 
lacking in the serum of patients with prerenal protein- 
uria ’’ and that this substance may normally be present 
in gamma globulin. H Lehmann 
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60. The Role of the Nervous System in the Development 
of Alloxan Diabetes. (O ponu HepBHOH cucTeMbI B 
pasBUTHA 

I. I. SLutcHEvsk1. Apxue [Tamoaoeuu [Arkh. Patol.] 
13, 33-41, No. 4, 1951. 6 figs., 15 refs. 


Very young rats are more resistant to alloxan diabetes 
than adult animals. This resistance disappears after the 
induction of convulsions by means of strychnine or after 
irradiation with ultrashort waves. This observation is 
interpreted as evidence in favour of the participation of 
the nervous system in the production of alloxan diabetes. 

L. Crome 


61. Vascular Lesions in Alloxan Diabetic Rats 

A. L. Cuute, J. L. Orr, M. J. O'BRIEN, and E. E. Jones. 
Archives of Pathology [Arch. Path., Chicago] 52, 105-114, 
Aug., 1951. 5 figs., 24 refs. 


62. Effect of Inhaled Cigarette Smoke on Production 
of Peptic Ulcer in the Dog 

R. W. Toon, F. S. Cross, and O .H. WANGENSTEEN. 
Proceedings of the Society for Experimental Biology [Proc. 
Soc. exp? Biol., N.Y.] 77, 866-869, Aug., 1951. 1 fig., 
8 refs. 


In this report from the Department of Surgery, Uni- 
versity of Minnesota Medical School, is described an 
experimental attempt to evaluate the influence of tobacco 
smoke on peptic ulceration, 45 dogs, in batches of 5, 
being used. The animals inhaled cigarette smoke inter- 
mittently over a 4-hour period each day through a 
tracheotomy tube. The inhalation of the smoke of 4 
cigarettes each day for 6 months produced no gastro- 
intestinal lesions; but the same daily amount of smoke 
increased the ulcer-producing effect of daily intra- 
muscular injections of histamine (30 mg.) in beeswax. 
The inhalation of more smoke in association with the 
histamine injections produced a still higher incidence of 
ulcers. Altogether 11 out of 15 test animals developed 
ulcers or erosions, almost all duodenal; no lesions were 
observed in 15 control dogs. Because denicotinized 
smoke and histamine injections together produced a low 
incidence of lesions it was assumed that nicotine is the 
responsible substance in tobacco smoke. It was also 
demonstrated that cigarette smoke does not stimulate 
gastric secretion in dogs. A. Wynn Williams 


63. Role of Bile and Pancreatic Juice in Production of 
Esophageal Erosions and Anemia 

F. S. Cross and O. H. WANGENSTEEN. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 77, 862-866, Aug., 1951. 2 figs., 
12 refs. 


This paper contains a report from the Department of 
Surgery, University of Minnesota Medical School, of 
experiments on 62 cats and 40 dogs. A description is 
given of the effect of perfusing the cat oesophagus for up 
to 8 hours with each of the following: bile, bile salts, 
pancreatic juice, bile—pancreatic-juice mixture, and in- 
testinal juice. In the dogs bile or pancreatic juice, or 
both, were surgically diverted into the oesophagus; these 
animals were then killed after 1 to 3 months. Bile in 

M—C 


particular, but also pancreatic juice or a mixture of bile 
and pancreatic juice, produced severe erosive oesophagitis 
in cats and dogs. In dogs the erosions were haemor- 
rhagic and were responsible for a severe post-haemor- 
rhagic anaemia. 

The authors suggest that occult bleeding following 
gastric resection for duodenal ulcer may originate in the 
regurgitation of bile and pancreatic juice through the 
gastro-jejunostomy stoma; also that oesophagitis may 
account for some obscure forms of anaemia. 

A, Wynn Williams 


64. The Effect on Phagocytosis of Biologically Active 
Substances Present in Exudates. (O 6uon0- 
AKTHBHBIX BELIECTB SKCCyMaTa Ha arouHTos) 
R. U. Lipsuitz. Apxue [lamoaoeuu [Arkh. Patol.] 13, 
No. 3, 29-34, 1951. 18 refs. 


Continuing the tradition of Metchnikov, the author, at 
the School of Pathological Physiology, Kharkov, investi- 
gated substances in inflammatory exudates that are able 
to increase phagocytosis. 

The technique employed was to mix sterile blood, 24- 
hour broth cultures of staphylococci, and exudate or 
substances present in exudate, and incubate for 25 
minutes. Slides were then prepared from the contents, 
stained with Romanowsky or Leishman stain, and the 
number of cocci ingested by 200 neutrophilic polymorphs 
was determined. The intensity of phagocytosis was 
measured by the phagocytic index, that is, the average 
number of cocci ingested per leucocyte. The phagocytic 
index in the control experiments was taken as 100 and 
the deviations from this norm were expressed as per- 
centages above or below the norm. In all, 292 experi- 
ments were carried out. 

In the first instance, the fact that inflammatory 
exudates actually increase phagocytosis was demon- 
strated in animal experiments Exudates were prepared 
by injecting guinea-pigs with sterile physiological saline, 
which were then freed from cells by filtration The 
increase of phagocytic activity varied between 29 and 
107%, with an average of 58-16% for 15 experiments. 
Pleural exudates from rabbits injected with turpentine, 
when added to exudates from guinea-pigs as already 
described, further increased the phagocytic activity. 

The next series of experiments showed that the sub- 
stances having this effect on phagocytosis were present 
in the non-albumin fraction of the exudates. The 
albumin content of the exudates was removed with tri- 
chloracetic acid, the supernatant fluid neutralized, and 
phagocytic experiments were carried out as already de- 
scribed. The average increase for 15 experiments was 
60-4%, that is, no significant difference was found 
between whole exudate and exudate free from albumin. 
Similar results were obtained with exudates recovered 
from clinical cases. 

Substances which occur in exudates and might produce 
the effect observed were then investigated for their in- 
fluence on phagocytosis. Histamine in dilutions of 
1x 10-3 to 1x10-° produced a not highly significant 
increase in phagocytosis, the most active being 1 x 10-5 
with an average increase of 23-8%. Adrenaline in 
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dilutions of 1x 10-6 to 1x 10-7 influenced phagocytosis 
adversely. Dilutions of 110-8 and 1x 10-9 led to a 
slight increase in phagocytosis. Acetylcholine, protected 
from breakdown into choline by eserine, increased phago- 
cytosis by 27-6%, and choline by 49-58%. This finding is 
notable in view of the well-known fact that, physiologic- 
ally, acetylcholine is about 1,000 times more active than 
choline. This evidently does not apply to phagocytosis. 

Adenosine triphosphate, under the same conditions 
and ina dilution of 1 x 10-7, increased phagocytic activity 
by 45:5%, and adenylic acid in dilutions of 1 x 10-5 to 
1 x 10-7 by 64°8%. 

The author has no doubt that adenylic acid is the most 
powerful stimulant of phagocytosis present in inflam- 
matory exudates, but the possibility of all the active 
substances together producing a still greater stimulus is 
not excluded. K. S. Zinneman 


65. The Histopathology of the Nervous Elements of 
the Skin of White Mice in the Precancerous Stages and 
in the Carcinoma of the Skin Produced by 9 : 10-Di- 
methyl-1:2-benzanthracene. Heps- 
HbIX SJIEMEHTOB MbILUEH NpH 
BbIX H3M€HCHHAX PaKaX BbISBAHHBIX 9, 10- 
numetun-1, 

A. G. ANpDRES, B. V. PorTGALOV, and E. A. ArRI- 
KANOVA. Apxue [Tamoaoeuu [Arkh. Patol.) 13, 72-77, 
No. 4, 1951. 3 figs., 20 refs. 


The problem of the nerve fibres and nerve endings in 
neoplastic conditions is reviewed, and original observa- 
tions are offered on changes produced by 9 : 10-dimethyl- 
1 : 2-benzanthracene in the skin of mice during the 
development and after the onset of carcinoma. Such 
changes could be observed from the second week on- 
wards. They consisted at first of increased coarseness 
and argyrophilia of the fibres around the hair follicles. 
Later the lesions extended to other situations in the skin 
and were seen to lead to the destruction of pre-existing 
fibres and the formation of numerous new ones. While 
this was most pronounced during the papillomatous 
stage, it was also present in the later malignant stages. 
It is interesting to note that similar, though less intense, 
changes in the nerve fibres were present in the skin on 
the opposite side of the body, which had not been sub- 
jected to the application of the carcinogenic substance. 

L. Crome 


66. The Effect of Injuries of Internal Organs on the 
Processes of Malignant Growth. (K Bompocy o sHa- 
PaHe€HHH BHYTPeCHHHX OpraHos AIA MpoueccoB 
pocta) 

M.A. Voronzova and L. D. Liosner. A pxue I7amoaoeuu 
[Arkh. Patol.) 13, No. 3, 50-58, 1951. 3 figs., 10 refs. 


In mice an injury to an internal organ, such as the 
liver, spleen, testis, ovary, uterus, stomach, appendix, or 
parietal peritoneum, speeds up the growth and distribu- 
tion of the ascitic form of Ehrlich’s adenocarcinoma 
inoculated into the abdominal cavity. The injury also 
determines the location of the growth developing after 
inoculation. A nodule of carcinoma develops in the first 
instance on the injured surface of the traumatized organ. 


If the injury has resulted in a wound covered over by 
fibrinous clot the cancerous cells infiltrate the clot at the 
point where it joins the injured surface and the clot is 
used as stroma. Consequently, a large cancerous nodule 
develops on the surface of the injured organ. If the 
injury results in an open wound the cancerous cells 
spread slowly on the surface of the wound, forming more 
or less thick pellicles of tumour growth. In this case, 
connective tissue provides a stroma of the type of basal 
membrane. The injured surface of the spleen is sus- 
ceptible to metastases even when the injury has occurred 
3 months before to the inoculation. 

All these observations lead to the conclusion that 
trauma of an internal organ may, under known circum- 
stances, provide a stimulus for the formation of meta- 
stases of cancer. K. S. Zinneman 


67. Nitrogen Exchange and Caloric Expenditure in 
Patients with Malignant Neoplasms 

C. WATERHOUSE, L. D. FENNINGER, and E. H. KEUTMANN. 
Cancer [Cancer] 4, 500-514, May, 1951. 8 figs., 13 refs. 


Nitrogen and water balance has been studied in 4 
patients with rapidly growing carcinomata, 2 with acute 
leukaemia, and 2 with Hodgkin’s disease, and caloric 
ekpenditure calculated from the water-exchange deter- 
minations. Every effort was made to maintain a good 
dietary intake, but the patients were frequently found to 
be in a state of caloric deficiency even on diets which 
would be adequate to maintain equilibrium or positive 
balance in persons without malignant disease. In spite 
of this, however, in patients with carcinoma a positive 
nitrogen balance can readily be established and main- 
tained. That nitrogen storage can occur in spite of a 
negative caloric balance and weight loss is an unusual 
circumstance which has been observed to occur under 
the influence of testosterone, but is not found in most 
chronic diseases. It therefore appears that the demand 
of the malignant neoplasm for nitrogen is such that 
nitrogen is retained even under conditions in which the 
combined energy requirements of host and growing 
tumour are not being met and the host is losing tissue 
mass. L. A. Elson 


68. Studies on the Carbohydrate and Protein Meta- 
bolism of the Rat Hepatoma 

P. C. ZAMECNIK, R. B. LotTFiELD, M. L. STEPHENSON, 
and J. M. STeece. Cancer Research (Cancer Res.] 11, 
592-602, Aug., 1951. 13 figs., 38 refs. 


The metabolic behaviour of normal and iia 
liver tissues was studied by means of !4C-labelled sub- 
strates. Slices were incubated at 37° C. for 2 hours in 
Ringer—bicarbonate media (gas phase 5% CO> in O2) at 
pH 7-4, with the addition of glucose-!4C, fructose-!4C, 
DL-alanine-1-1!4C, Ca lactate-1-!4C, or pyruvic acid-2-14C. 
The tissues were then homogenized and their proteins 
precipitated with 4% tricholoracetic acid and collected. 
Washings with organic solvents separated the lipids from 
the proteins and the radioactivity of each was estimated. 

CO, production from glucose was assessed by hydro- 
lysing the protein, splitting off the «-carboxyl groups of 
the amino-acids by the ninhydrin procedure, and con- 
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verting the CO, to BaCO;; estimations of glucose, 
lactate, keto-acids, glycogen, and fructose in the incu- 
bation medium were made as required. 

Under normal metabolic conditions, and also under 
those produced by starvation, hypophysectomy, or 
alloxan diabetes, the rate of conversion of glucose-!4C 
to protein-!4C, 14CO>, or lipid-14C was much greater by 
malignant than by normal liver cells. Attempts were 
made to locate the radioactivity in the individual amino- 
acids after hydrolysing the proteins and preparing starch- 
column chromatograms. 14C was shown to be present 
in glutamic and aspartic acids, alanine, glycine, serine, 
proline, leucine-isoleucine, and methionine-valine ob- 
tained from hepatoma protein, but in normal liver 
protein radioactivity was only certainly present in 
glutamic and aspartic acids and alanine. 

The greater rate of incorporation of 14C into malignant 
liver protein demonstrated in tissue slices was not found 
in experiments on the whole animal. Labelled sugars or 
amino-acids were fed by stomach tube; determinations 
of the radioactivity of normal liver and hepatoma dis- 


closed no such differences as those found in vitro. It is. 


suggested that inadequate blood circulation in the 
tumours may account for this finding, since, after intra- 
venous injections of alanine-!4C, autoradiographs ob- 
tained from slices of liver containing a hepatoma nodule 
showed that the amino-acid was incorporated more 
slowly into the malignant than the normal cells. 

The results as a whole “appear to imply that the 
synthetic activities of the hepatoma slice are adjusted 
more toward construction of molecules such as proteins 
which are immediately concerned with cell-growth than 
toward storage of energy-rich material such as glycogen ”’. 

_H. G. Crabtree 
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69. Clinical Recognition of Pyelonephritis, with a New 
Stain for Urinary Sediments 

R. STERNHEIMER and B. MALBIN. American Journal of 
Medicine [Amer. J. Med.] 11, 312-323, Sept., 1951. 
3 figs., 49 refs. 


The authors investigated the value of staining cellular 
elements in urine by adding a drop of an alcoholic 
gentian-violet-safranin stain to the wet centrifuged 
urinary deposit. Various elements, particularly leuco- 
cytes, pus cells, epithelial cells, and casts, took up the 
stain readily, and their appearances are described in 
detail; erythrocytes stained only faintly. 

During this investigation it became apparent that all 
patients with chronic pyelonephritis showed “* granular 


motility cells” in the urinary sediment. These cells are ° 


large, swollen, pale-blue-staining pus cells of varying size 
and shape, with cytoplasmic granules showing Brownian 
movement. They appear to come from the renal pelvis 
or parenchyma, since they are present in specimens ob- 
tained by ureteric catheterization. They also occur im- 
mediately after prostatic surgery so long as urine of low 
specific gravity is excreted, but were not found in acute 
or chronic glomerulonephritis. If these cells are added 


to normal urine they lose their characteristics, but regain 
them on return to the pyelonephritic urine. It is sug- 
gested that the appearance of these cells is largely a 
reaction to the hypotonic urine commonly excreted in 
chronic pyelonephritis, but other possible factors are 
discussed. 

The authors feel that the demonstration of these cells 
is of value in the diagnosis of chronic pyelonephritis, an 
observation which, they point out, was first made by 
Schilling in 1908 and then forgotten. Richard Terry 


70. The Early Diagnosis of Primary Lung Cancer by 
Cytologic Methods 

S. M. FarBer, A. K. MCGRATH, M. A. BENIOFF, and 
L. W. Espen. Diseases of the Chest [Dis. Chest] 20, 
237-256, Sept., 1951. 17 figs., 16 refs. 


The authors claim that cytological diagnosis of primary 
carcinoma of lung is accurate in 90% of cases if 5 or more 
examinations of sputum are made. False positive diag- 
noses are extremely rare. The method is particularly 
valuable in suspected peripheral lung cancer, and may 
be used as a screening procedure in patients with doubtful 
radiological shadows in the lung, or in any patient with a 
productive cough. This paper is based on experience of 
6,281 examinations of sputum from 2,066 patients. 

J. Naish 


71. Splenic Aspiration. Clinical and Hematological 
Considerations based on Observations in One Hundred 
Five Cases 

M. Morrison, A. A. SAMWICK, J. RUBENSTEIN, H. Mor- 
RISON, and L. Loewe. Journal of the American Medical 
Association [J. Amer. med. Ass.] 146, 1575-1580, Aug. 
25,1951. 6 figs., 3 refs. 


The authors describe a technique for splenic puncture 
and aspiration, which they carried out to aid diagnosis 
in 105 cases. No harm resulted. 

It is claimed that a combined examination of peripheral 
blood films, bone-marrow aspiration, and aspiration of 
an enlarged spleen may give information otherwise only 
obtainable by operation (splenectomy) or at necropsy. 

J. W. McNee 
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72. Use of N-Acetyl-4-aminoantipyrine (NAAP) in 
Measurement of Total Body Water 

B. B. Broprr, E. Y. BERGER, J. AXELROD, M. F. DUNNING, 
Y. Porosowska, and J. M. STEELE. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 77, 794-798, Aug., 1951. 2 refs. 


The use of N-acetyl-4-aminoantipyrine (NAAP) in 
place of antipyrine for the estimation of total body water 
was investigated. After the intravenous injection of 1 g. 
of N-acetyl-4-aminoantipyrine in normal subjects, the 
agent is uniformly distributed in all the body fluids in 
proportion to their water content within 3 hours. In 
this time, less than 15 mg. is metabolized, and less than 
3% bound to plasma proteins. About 92% is excreted 
in the urine in 48 hours, and the plasma concentration 
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falls about 8% per hour. In patients with oedema, 
pleural effusion, or ascites, equilibration of NAAP in 
the plasma and fluid concentrations is too slow for the 
method to be useful. 

Methods for estimation of NAAP in plasma and 
urine are described in detail. The distribution of anti- 
pyrine and of NAAP in normal human subjects were 
compared; the results gave good agreement. It is con- 
cluded that NAAP has certain advantages over anti- 
pyrine: it is less bound to plasma protein; total. body 
water can be calculated from single samples of plasma 
and urine; and as NAAP is estimated colorimetrically 
the need for an ultraviolet spectrophotometer is obviated. 

M. Lubran 


73. Liver Function Tests in Eighty Cases of Hepatic 
and Non-hepatic Disorders 

G. P. BAKER. Guy's Hospital Reports [Guy’s Hosp. Rep.] 
100, 238-269, 1951. 44 refs. 


- Various tests of liver function were performed on 64 
patients with liver disease and 16 patients with other 
conditions. A rise in serum bilirubin level was found in 
obstructive jaundice, in acute hepatitis, and to a slight 
degree in cirrhosis. No useful information was obtained 
from the van den Bergh test. Estimation of alkaline- 
phosphatase activity was found, on the whole, to be of 
little diagnostic value; in patients with multiple meta- 
stases accompanied by jaundice an increase was observed. 
The author considers that the 3 flocculation tests (thymol 
turbidity, thymol flocculation, and colloidal gold tests) 
are extremely easy to carry out and represent a con- 
siderable advance in diagnostic method; reactions were 
strongly positive in most cases of acute hepatitis and of 
cirrhosis with parenchymal failure, but negative in ob- 
structive jaundice and in cases of multiple hepatic meta- 
stases. In cirrhosis the serum albumin level was usually 
greatly reduced, the globulin level increased, and the 
albumin-globulin ratio reduced; in acute hepatitis the 
changes were less marked, and in cases in which disease 
progressing to cirrhosis was present the ratio remained 
inverted. Estimation of hippuric acid excretion was 
disappointing in the assessment of liver function. Esti- 
mations of urinary concentration of bilirubin (Fouchet), 
urobilin (Schlesinger), and urobilinogen (Ehrlich) the 
author regards as excellent tests of liver function. He 
found consistently negative results with tests for urobilin 
and urobilinogen in normal urine, but positive results in 
most cases of acute hepatitis and of cirrhosis; in his 
view persistently negativé reactions in cases of jaundice 
suggest malignant obstruction of the extrahepatic ducts. 
In hypochromic anaemia (6 cases) no defect in liver 
function was detected. O. Neubauer 


74. On Chemical Tests for Blood in Urine . 
H. CAPLAN and G. Discomset. British Medical Journal 
(Brit. med. J.] 2, 774-775, Sept. 29, 1951. 4 refs. 


The absolute and relative sensitivity of microscopical, 
spectroscopic, and chemical procedures for the detection 
of blood in urine are discussed. Microscopical examina- 
tion (in a Fuchs—Rosenthal haemocytometer) of a deposit 
obtained by centrifuging 5 ml. of urine at 3,000 revo- 


lutions per minute (r.p.m.), removing 4 ml. of supernatant 
fluid, and mixing the residue, was found to be capable of » 
detecting 5,000 erythrocytes per ml. of urine; and this 
sensitivity could be increased about 5 times if the Addis 
technique (12-5 ml. of urine at 3,000 r.p.m., remove 12 
ml., and suspend in the residual 0-5 ml.) was employed. 
Examination of a 2-5-cm. layer of urine with a hand 
spectroscope for the absorption bands of oxyhaemo- 
globin could detect 2-5 x 10° erythrocytes per ml., and 
the conversion of the haemoglobin to pyridine haemo- 
chromogen rendered the test 5 times more sensitive. In 
the laboratory the authors consider it preferable to 
examine a centrifuged deposit, and suggest that spectro- 
scopy be used to obtain information on the degree and 
persistence of haematuria. 

The sensitivities of the guaiac, amidopyrine, ortho- 
tolidine, benzidine, and reduced phenolphthalein 
(Kastle—Meyer) tests were compared. The first 2 were 
of comparable sensitivity to spectroscopy; the most 
sensitive reaction was found to be that with o-tolidine 
(as described by Zwarenstein, J. clin. Path., 1949, 2, 145) 
which could detect 5 x 104 erythrocytes per ml. of urine. 
The benzidine test was found to be 10 times less sensitive, 
and false positives occurred even with apparently clean 
tubes. In addition, the presence of an average normal 
concentration of ascorbic acid in the urine (2 mg. per 
100 ml.) reduced the sensitivity of the benzidine test about 
5 times, whereas it had no effect on the o-tolidine reaction. 
The reduced phenolphthalein reagent detected 5 105 
erythrocytes per ml. of urine but proved troublesome to 
prepare, although it was the only chemical test that did 
not give false positives with iodides. ortho-Tolidine also 
gave false positives with bromides. The authors sug- 
gested that the o-tolidine test is the most satisfactory for 
blood in urine for ward use and in domiciliary work. 

M. J. H. Smith 


75. The Detection of Occult Blood in Feces Including 
Observations on the Ingestion of Iron and Whole Blood 
A. PERANIO and M. BRuGER. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med. 38, 433-445, Sept., 
1951. Bibliography. 


In view of the increasing importance of the detection 
of blood in the stools in relation to cancer of the gastro- 
intestinal tract, the sensitivity of 4 reagents for the 
detection of occult blood was compared. Normal sub- 
jects on a diet containing no meat or fish needed to ingest 
the following amounts of blood for positive results: 
with ortho-tolidine, 1 ml.; with benzidine, 3-5 ml.; with 
phenolphthalein, 3-5 ml.; and with guaiac, 20 ml. (on 
unrestricted diets 2 to 3 ml.). The stools of normal 
persons on unrestricted diets gave positive results with 
the first 3 reagents; these were converted to negative 
reactions within 72 hours on a meat-and-fish-free diet. 
Ferrous sulphate and chlorophyll by mouth did not 
cause false positive reactions, nor did slight gum bleeding 
after brushing the teeth. 

In testing urine for occult blood, the inhibitory effect 
of urine on these reagents was confirmed, the benzidine 
test sometimes being negative even in the presence of 
30 to 40 erythrocytes per high-power field. 
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It is concluded that ortho-tolidine is probably too 
sensitive a reagent, and may easily give misleading results. 
In practice, patients should be put on a flesh-free diet 
for 72 hours before testing stools for occult blood by 
ortho-tolidine, benzidine, or phenolphthalein; the less 
sensitive guaiac reagent requires no preliminary re- 
striction. Peter Story 


76. A Study of the ‘‘ Gruskin Serological Test ’’ for 
the Detection of Cancer; the Precipitation of Blood 
Proteins by Alcohol 

N. HOLMGREN, R. W. DENTON, S. A. Levinson, A. C. 
Ivy, and L. E. GrusGetp. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 11, 689-704, Feb., 
1951. 17 refs. 


The * Gruskin test *’ consists in producing an interface 
between the serum of the subject and ethyl alcohol con- 
taining phospholipid extracted from embryonic calves’ 
liver. This results in the formation of floccules, which 
appear as white plaques, in persons suffering from cancer. 
A study of the test has been made with 373 healthy 
subjects and patients with diseases other than cancer and 
273 cancer patients. The incidence of false negative 
results in the cancer group was 5%, but that of false 
positive results in the non-cancer,group was 45%. This 
is so high as to render the test unreliable for diagnostic 
purposes. Variations of temperature were found to 
influence the flocculation. The use of absolute alcohol 
alone gave as good a prediction of the presence or 
absence of cancer as did that of alcohol containing the 
phospholipid extract of liver. L. A. Elson 


77. Studies of Various Tests for Malignant Neoplastic 
Diseases—I. The Reduction of Methylene Blue by Plasma 
N. ERIKSEN, L. D. ELLERBROOK, and S. W. Lippincott. 
Journal of the National Cancer Institute [J. nat. Cancer 
Inst.| 11, 705-728, Feb., 1951. 4 figs., 8 refs. 


The methylene-blue reduction test described by Black 
(Cancer Res., 1947, 7, 321) has been applied to specimens 
of plasma from 145 healthy subjects, 144 patients with 
malignant neoplasms, and 35 with benign tumours. 
Only about 50% of the specimens obtained from cancer 
patients gave results differing, in showing a higher re- 
duction time, from those obtained with plasma from 
healthy subjects. Their findings lead the authors to 
conclude that the test cannot be used as a specific 
diagnostic test for malignant neoplastic diseases. 

L. A. Elson 


78. Studies of Various Tests for Malignant Neoplastic 
Diseases—II. The Gruskin Intradermal Test 


L. WIEGENSTEIN and R. F. Hain. Journal of the National 


Cancer Institute [J. nat. Cancer Inst.| 11, 729-732, Feb., 
1951. 2 refs. 


The Gruskin intradermal test’? was carried out 
on 60 patients with definitely proved cancer. Only 2 
gave positive results. These findings are at variance 
with those recorded by Gruskin (J. Lab. clin. Med., 1932, 
17, 1236), and the authors conclude that the test as per- 
formed in these experiments is of no use in the diagnosis 
of cancer. L. A. Elson 


79. Studies of Various Tests for Malignant Neoplastic . 
Diseases—III. The Hoff—Schwartz Intradermal Test 

L. WIEGENSTEIN and R. F. HAIN. Journal of the National 

Cancer Institute [J. nat. Cancer Inst.| 11, 733-736, Feb., 

1951. 1 fig., 2 refs. 


The Hoff—Schwartz test (Miinch. med. Wschr., 1924, 
71, 816) consists in producing a characteristic reaction 
(appearance of a violet spot) at the site of the intra- 
cutaneous injection of serum obtained from cancer 
patients who have been given radiation therapy. Of 98 
tests carried out on 60 patients with definitely proved 
carcinoma the reaction was negative in all but 1 case. 
These results differ from those of the original authors, 
and it is concluded that the test is of no value for the 
diagnosis of cancer. L. A. Elson 


80. Studies of Various Tests for Malignant Neoplastic 
Diseases—IV. The Effect of Zinc Ion upon the Serum 
Alkaline Phosphatase Activity 

L. D. ELLeERBROOK, S. W. Lippincott, and H. D. Cuipps. 
Journal of the National Cancer Institute [J. nat. Cancer 
Inst.) 11, 739-755, Feb., 1951. 4 figs., 8 refs. 


Roche et al. (C.R. Soc. Biol., Paris, 1946, 140, 632) 
reported that a minute concentration of zinc ion usually 
had an inhibitory effect on the serum alkaline phosphatase 
of cancer patients, whereas it usually activated the en- 
zyme in the sera of other individuals. From an investi- 
gation to determine whether measurement of these effects 
would be of value for the diagnosis of cancer it was 
concluded that the change in enzyme activity in the 
presence of 10-5M and 10-4M zinc sulphate is not 
sensitive enough or specific enough for this purpose. 

L. A. Elson 
81. Studies of Various Tests for Malignant Neoplastic 
Diseases—V. The Heat ‘‘ Coagulation ’’ of Plasma 
N. Eriksen, L. D. ELLersrook, E. C. MEEK, and 
S. W. Lippincott. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.] 11, 757-771, Feb., 1951. 
2 figs., 10 refs. , 

Black et al. (Cancer Res., 1948, 8, 79) have reported 
that plasma from cancer patients tended to undergo heat 
** coagulation”’’ more readily than did plasma from 
healthy subjects. The present authors, from an investi- 
gation of 145 healthy individuals, 54 patients with 
benign neoplasms, and 137 with malignant neoplasms, 
have concluded that the plasma-coagulation technique 
is not a specific diagnostic test for cancer. 

L. A. Elson 


82. The Antithrombin Titer in Cystic Fibrosis of the 
Pancreas. A Preliminary Report 

I. INNERFIELD, A. ANGRIST, and J. W. BENJAMIN. Journal 
of Pediatrics [J. Pediat.] 39, 287-297, Sept., 1951. 5 figs., 
4 refs. 

The plasma antithrombin was determined in 102 
control subjects and in 13 patients with proved cystic 
fibrosis of the pancreas. Commercial topical thrombin 
was standardized by a modification of the method of 
Quick (Amer. J. Physiol., 1938, 123, 712). For the test 
the subject’s defibrinated plasma was incubated with a 
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standard thrombin solution. Fibrin was subsequently 
furnished by the addition of normal plasma at fixed 
intervals, and clotting time estimated. The speed with 
which the defibrinated plasma neutralized a known 
quantity of thrombin was taken as a measure of anti- 
thrombin activity. The authors state that antithrombin 
titres represent a highly sensitive plasma response to the 
formation of trypsin in the pancreas. 

In none of the control subjects (healthy children and 
infants with chronic diarrhoea, idiopathic steatorrhoea, 
or marasmus) was the plasma antithrombin titre elevated 
or diminished. Of the patients with cystic fibrosis of the 
pancreas the titre was exceedingly low in a 3-week-old 
infant dying of the disease; it was strikingly high in 3 
infants less than 1 year old, and normal in 9 patients 
aged between 2 and 7 years. 

On the basis of these findings the authors suggest that 
the natural course of the disease can be divided into 
3 stages. The first, occupying the first few days of life, 
is of complete or incomplete pancreatic-duct obstruction 
with pancreatic achylia and a variable amount of paren- 
chymal damage. In survivors a second stage develops, 
characterized by interstitial pancreatitis secondary to 
extravasation of obstructed pancreatic enzymes. A 
third stage—the stage of pancreatic contraction and scar- 
ring—follows and is characterized by extensive parenchy- 
mal replacement fibrosis, areas of hyaline degeneration, 
the appearance of corpora amylacea, and the development 
of large cysts. Harold Caplan 
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83.. A Rapid and Simple Method for Obtaining Punch 
Biopsies without Anesthesia 

F. URBACH and W. B. SHELLEY. Journal of Investigative 
Dermatology [J. invest. Derm.) 17, 131-134, Sept., 1951. 
2 figs., 5 refs. 


The authors commend the use of a motor-driven rotary 
punch for taking biopsy specimens of skin in routine and 
research dermatological work. The method is almost 
painless and does not require local analgesia. 

John T. Ingram 


84. Pathology of the Thymus and Other Organs in 
Myasthenia Gravis 

N. RINGeERTZ. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 29, 9-25, 
1951. 6 figs., 41 refs. . 


The author reports the pathological findings in the © 


thymus gland and other organs in 27 cases of myasthenia 
gravis collected from various parts of Sweden. The age 
range of the patients was from 8 to 60 years; 21 were 
females and 6 males. The results of fecropsy were 
available in 18 cases, in 10 of which death had occurred 
following thymectomy. 

The thymus gland showed a thumoma in 9 cases, 
hyperplasia in 3, and retarded involution in 9; in 9 
involution corresponded to age. The structure of the 
tumours was mainly lympho-epithelial; Hassall’s cor- 
puscles were seen in 4 tumours, and lymph follicles in 2. 


Indications of malignancy were observed in 3 cases. In 
two-thirds of all cases lymphorrhages were found in 
skeletal muscles. Little agreement was apparent be- 
tween the severity and duration of the disease and the 
pathological condition of the gland. Peter Harvey 


85. The Morbid Anatomy of the Vegetative Nervous 
System in Various Forms of Pulmonary Tuberculosis. 
(O6uiaa xapaKTepHcTHKa aHaTOMHH 
BereTaTHBHOH HEPBHOH CHCTEMbI MpH 
dopmax neroyHoro Ty6epKyyesa) 

N. E. YARYGIN. Apxue [lamoaoeuu [Arkh. Patol.) 13, 
41-49, No. 4, 1951. 10 figs., 42 refs. 


Nerve tissue from different levels of the vegetative 
nervous system in cases of tuberculosis was studied 
histologically. The material was obtained from human 
subjects post mortem, and from experimental animals. 
The changes were frequently very pronounced, and are 
described in detail. Some of the findings were as 
follows: nerve cells in the spinal cord and in the medulla 
were more severely affected than those in the peripheral 
ganglia; the cells in the lateral horns of the spinal cord 
showed degenerative changes, but those in the anterior 
horns were less severely damaged or completely spared. 
The greatest changes in the sympathetic chain were seen 
in the cervical and thoracic ganglia. Lesions were 
present in the preganglionic fibres of both the sympathetic 
and the vagus nerves. L. Crome 


86. The Morbid Anatomical Peculiarities of Pneu- 
monia in Azotaemic Uraemia. (AHatTomMo-rucTonoru- 
YECKHE OCOO€HHOCTH MHEBMOHHH 
ypemun) 

A. V. Sosunov. Apxue [Tamoaoeuu [Arkh. Patol.} 13, 
49-56, No. 4, 1951. 2 figs., 15 refs. 


Pneumonia is the most common complication of 
uraemia, particularly of that uraemia which is associated 
with nephritis or hypertension. In a large series of 
necropsies such pneumonia was found to be either an 
ordinary infective broncho-pneumonia or a special form , 
which resembled that seen sometimes in typhoid fever or 
in rheumatism, being characterized by an increase in 
the thickness of the capillary walls. Its other features 
were: cellular proliferation in the alveolar walls, a mono- 
nuclear alveolar exudate, relative sparing of the bron- 
chioles, necrosis of cells in the exudate, paucity of 
micro-organisms, and the formation of fibrinous rings 
around the walls of the alveoli and the alveolar ducts. 
The development of this form of pneumonia is related to 
the profound circulatory disturbances which occur. in 
azotaemic uraemia. L. Crome 


87. The Lungs in Azotaemic Uraemia. 
a3s0TEMHYECKOH ypemMHH) 

A. V. GuBAREVA. Apxue [lamoaozuu [Arkh. Patol.} 13, 
57-63, No. 4, 1951. 2 figs., 18 refs. 


The lungs were studied in 38 patients dying from 
uraemia. The pulmonary lesions in 8 of them could be 
described as uraemic. In 8 other patients there were foci 
of bacterial infection as well as uraemic changes, while 
the remaining 23 patients showed various forms of 
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bacterial pneumonia. The most characteristic features 
of uraemic pneumonia were the absence of bacteria 
during the early stages, the absence of a leucocytic 
response, the focal distribution and variability of the 
lesions, and the tendency to recurrence. The histo- 
logical picture was indicative of a functional disturbance 
of the circulation. Coagulation of fibrin could be ob- 
served in the capillaries, and the increased permeability 
of the vascular walls was seen to lead to oedema and the 
exudation of plasma, erythrocytes, and fibrinogen into 
the alveoli. Glomerular lesions in nephritis have much 
in common with those observed in the lungs of uraemic 
pneumonia, and this is suggestive of a common patho- 
genesis. It is likely that the abnormal metabolites cir- 
culating in the blood affect the lungs not only directly, 
but also through the involvement of the central and the 
vegetative nervous system. One of the consequences of 
such nervous involvement may be the focal nature of the 
circulatory disturbances. L. Crome 


88. The Morphology of Chronic Non-specific Inflam- 
matory Processes in the Lungs and in the Respiratory 
Passages and their Relation to Pathogenesis of Car- 
cinoma, (Mopdonorua xpoHHyeckux 
KHX MPOWUECCOB B JIErKHX H 
MyTAX H HX OTHOWEHHE K TeHe3y paka) 

I. V. SokoLova. Apxue [lamoaozuu [Arkh. Patol.) 13, 
68-72, No. 4, 1951. 4 figs , 10 refs. 


The histological study of 30 cases of non-specific in- 
flammatory disease of the lungs showed that the lesions 
in the bronchi were either of an atrophic or a hypertrophic 
type. The former were characterized by the formation 
of granulation tissue and later by scarring and hyaliniza- 
tion of the mucosa and the submucosa. In the hyper- 
plastic type there was a varying degree of mucosal pro- 
liferation in the bronchial glands, particularly of their 
excretory ducts. Squamous metaplasia of the bronchial 
mucosa was another frequent feature of this type of 
chronic inflammation. The proliferating cells in the 
excretory ducts of the bronchial glands sometimes re- 
sembled closely those seen in oat-cell carcinomata. It is 
suggested that carcinomatous transformation follows only 
the hyperplastic type of chronic bronchitis, and that the 
origin of some forms of carcinoma is in the epithelium of 
the excretory ducts of the mucus-secreting bronchial 
glands. L. Crome 


89. Lesions of the Vasa Vasorum and Dissecting 
Aneurysms of the Aorta. Analysis of Incidence, Etio- 
logical Aspects, Pathogenesis, and Pathological Changes 
J. F. McCioskey and P. T. CHu. Archives of Pathology 
[Arch. Path., Chicago] 52, 132-144, Aug., 1951. 7 figs., 
36 refs. 


To test Schlichter’s hypothesis that medionecrosis of 
the aorta and dissecting aneurysm may be due to damage 
to the vasa vasorum, the authors studied these vessels in 
the aortas of 7 patients who had died from dissecting 
aneurysm, and of 7 others who had died from other 
causes, asacontrol. In the cases of dissecting aneurysm 
they found medial hypertrophy and splitting of the 
elastica in the small arteries, medial hypertrophy and 


intimal thickening in the arterioles, and endothelial 
swelling and proliferation in the capillaries. The first of 
these changes was the most common. Similar changes 
were not found in the vasa of the control subjects. 

C. V. Harrison 


90. The Human Aorta—IV. The Aorta in Diabetes 
Mellitus 

M. Faser and F. Lunp. Archives of Pathology (Arch. 
Path., Chicago] 52, 239-243, Sept., 1951. 12 refs. 


The aorta of 32 diabetic patients, most of them 
suffering from hypertension as a complication, were 
compared with the aortas of non-diabetic subjects, 
with and without hypertension. No difference between 
the two groups was found in the dry weight, cholesterol 
content, or calcium content of the aorta. 

Marjorie Le Vay 


91. Myocardial Hypertrophy in Hypertension. (Iunep- 

T. E. IvANovsKAYA. Apxue J]amoaozuu [Arkh, Patol.] 
13, 89-93, No. 4, 1951. 2 figs., 12 refs. 


Detailed histological study revealed no essential dif- 
ference between the hypertrophied myocardial fibres in 
hypertension and those in which the hypertrophy was 
due to other causes. The hypertensive hearts showed, 
however, certain other characteristic changes, such as 
widespread focal fibrosis of the stroma, frequent vascular 
lesions, small areas of myocardial necrosis, and oc- 
casional granulomatous lesions in the malignant forms 
of hypertension. The fibrosis was most marked in the 
subpericardial and the subendocardial areas and in the 
trabeculae and the papillary muscles. L. Crome 


92. Rheumatic Nodules in Tuberculosis 

A. VALDES-DAPENA and M. VALDES-DAPENA. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
146, 1566-1569, Aug. 25, 1951. 8 figs., 11 refs. 


The authors examined histologically the hearts of 63 
tuberculous patients and found granulomatous lesions in 
the myocardium in 13. They consider 7 of these to be 
identical with the so-called Aschoff’s bodies and draw 
the conclusion [not now greatly disputed] that these 
bodies are non-specific and may occur in a variety of 
infective diseases. ; J. W. McNee 


93. A Histopathological Study of Eleven Cases of 
Poliomyelitis, including One in the Newborn 

M. Fowter. Medical Journal of Australia [Med. J. Aust.] 
2, 613-628, Nov. 10, 1951. 6 figs., bibliography. 


The nervous systems in 10 cases from the 1947-48 
epidemic of poliomyelitis in Adelaide have been carefully 
examined histologically for the form and distribution of 
the lesions. Many of the infections were bulbar in type 
and some patients died early in the disease. The findings 
of former writers concerning the pathology of the con- 
dition were confirmed in most instances. In addition, 
the following conclusions were reached: (a) Involvement 
of the basal nuclei of the pons, although ‘moderate, is 
not uncommon. (5) Lesions on the periphery of the 
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red nucleus tend to be more frequent on the medial 
borders. (c) Purkinje cells are not completely spared 
from destructive changes. (d) In one case there was 
evidence in favour of a connexion between the lateral 
ventral nucleus of the thalamus and the motor cortex, 
similar to the representation in the chimpanzee. (e) 
Betz cells are not the only components of the motor 
cortex destroyed; in some areas they were spared, 
although the smaller pyramidal neurons were involved. 
(f) All layers of the motor cortex, except layer 1, were 
affected; layers 5 and 6 suffered most commonly. In 
one instance a new area in the cerebral cortex, the cortex 
of the insula, was found to be susceptible to the virus. 
Evidence for the entry of virus from the tonsillopharyn- 
geal region in the bulbar cases was found in the nature 
of the lesions in the nucleus ambiguus. The question of 
the participation of motor or sensory fibres in the transfer 
of virus i$ equivocal, although circumstantially the latter 
is more likely. The final character of the lesions in the 
medulla oblongata is not necessarily uniform, being de- 
pendent on modifying factors, such as the route of 
invasion. There is some basis for the belief that virus, 
in the absence of symptoms of the disease, may exist in 
the nervous system without histological evidence. On 
the other hand, there is only meagre evidence in favour 
of the hypothesis that, in paralytic cases, neurons of 
known susceptibility may harbour virus in the absence 
of microscopic change. Lesions in peripheral ganglia 
cannot be taken as evidence for a portal of entry without 
more rigid criteria than some currently in vogue. Mas- 
sive pulmonary embolism is a rare complication of polio- 
myelitis, but in one case might have been preventible by 
passive massage without joint movements. A previously 


unobserved form of polio-encephalitis of the brain-stem, 


thought to be poliomyelitis, is described. It was unusual 
from two aspects: (a) the age of the patient, who died 
13 days after birth: and (+) the necrotic lesions of the 
neurons unaccompanied by a mesodermal reaction.— 
[Author’s summary.] 


94. Aspiration Biopsy of the Kidney 
P. IverseN and C. BRUN. American Journal of Medicine 
[Amer. J. Med.] 11, 324-330, Sept., 1951. 7 figs., 8 refs. 


Biopsy of the kidney has hitherto been possible only 
at operation. The technique/of needle biopsy [the recog- 
nition of which as a valuable aid in the investigation of 
liver disease is due largely to the work of the senior 
author] has now been successfully applied to the kidney 
and another new field of investigation thus opened. 

The method described entails the use of a needle and 
syringe as used in liver biopsy. With the patient sitting 
upright the position of the right kidney is defined by a 
lead marker placed in position during intravenous pyelo- 
graphy. With the patient in the same position and the 
area infiltrated with a local analgesic the needle is in- 
serted with a screwing motion 3 to 4.cm. into the kidney. 
The specimen is fixed in 93% alcohol. Biopsies should 
not generally be performed on the left kidney because of 
the position of the spleen and great vessels. The chief 
contraindications to the method are a haemorrhagic 
diathesis and marked urinary obstruction. 


Eighty biopsies were made on 66 patients, but only 42 
were successful, so that the failure rate was about 50%; 
later in the series results improved and the failure rate 
fell to 30%. In the successful cases a core of renal tissue 
10 to 20 mm. long was obtained. The only complication 
encountered was transient haematuria, which usually 
lasted 6 to 12 hours and was on occasion only detected 
microscopically. One patient passed a blood clot. In 
10 cases in which post-mortem examinations were made 
after the biopsy, 3 instances of perirenal haematoma were 
found, while no evidence of drainage was found in the 
remainder. 

The fresh tissue obtained differed materially from that 
seen post mortem. The convoluted tubules were dilated, 
particularly when diuresis was low. The cells lining the 
lumen were poorly defined and often no demarcation 
could be seen between cell and lumen. The capillary 
coils of the glomeruli appeared to gape and contained no 
blood, and precipitates were frequently found in the 
capsular spaces even in the absence of proteinuria. 

Case details are confined to 2 normal individuals and 
one case each of lower nephron nephrosis, chronic 
glomerulonephritis, renal amyloidosis, vitamin-D  in- 
toxication, and Kimmelstiel-Wilson disease. Relevant 
renal function tests are discussed. While the authors 
feel that needle biopsy of the kidney may be useful in 
guiding therapy in acute anuria, they regard it primarily 
as a research procedure. Richard Terry 


95. Frequency and Form of Primary Cancer of the 
Liver. (Zur Frage der Haufigkeit und Form der pri- 
miaren Leberkrebse) 

J. ZEITLHOFER. Krebsarzt [Krebsarzt] 6, 154-160 June, 
1951. 24 refs. 


In this paper is reported a study of the incidence of 
primary cancer of the liver based upon the post-mortem 
records of the Pathological Anatomical Institute in 
Vienna. The work was undertaken to _ investigate 
whether the use of “ butter yellow” has affected the 
incidence of this disease. The investigation covered three 
periods: 1900-12, when no butter yellow was in use; 
1920-32, when it was used to some extent; and 1938-50, 
when it was used to a much greater extent. From an 
analysis of the figures it appears that there has not been 
any actual increase in primary liver cancer during the 
half-century, but that the diffuse form of the disease has 
tended to increase and the nodular form to decrease. 
When the incidence of cirrhosis of the liver was investi- 
gated, there was found to be a significant increase over 
the same period. [Similar figures for larger series of 
cases are required to exclude the errors which are in- 
evitable when dealing with small numbers in a disease of 
such rarity.] H. Russell (Excerpta Medica) 


96. Granular False Neuromata (So-called Granular 
Myoblastoma) with Secondary Invasion of the Epidermis. 
(Granulare falsche Neurome (sog. Myoblastenmyome) 
und sekundare invasive Wucherung des Deckepithels) 
R. RaTtZzeNHorer. Archiv fiir Pathologische Anatomie 
und Physiologie [Virchows Arch.] 320, 138-163, 1951. 
9 figs., 49 refs. 


Bacteriology 


97. The Role of Bacterium coli and of the Reactivity 
of the Host in the Pathogenesis of the Septicaemic 
Toxico-septic ’’) State in the Newborn, (Ponb 
KHWCYHOH ManOYKH BO3POCTHOH peaKTHBHOCTH 
OpraHH3Ma B TOKCHKO-CenTHYeCKOro 
COCTOAHHA Y MOJIOMbIX 4KHBOTHBIX) 

V. P. Davipov. Bonpoce: [TeQuampuu [Vop. Pediat.) 
19, 23-28, No. 4, 1951. 25 refs. 


The author suggests that the “* toxico-septic *’ state [as 
it is called in the U.S.S.R.] in the newborn is due to the 
infant’s lack of resistance to organisms of the Bacterium 
coli group at the time when these bacilli invade the sterile 
alimentary tract for the first time after birth. 

Three strains of Bact. coli were used in the investiga- 
tion: one obtained from a healthy man, the second from 
a sick calf, and the third from a child suffering from 
colitis. Young rabbits, kittens, and puppies to a total of 
96 served as the experimental animals. Three series of 
experiments were conducted. The first series involved 19 
rabbits, 12 kittens, and 6 puppies, all 1 to 2 days old. 
Each animal received a single dose of 3,000,000,000 to 
10,000,000,000 organisms in saline suspension through 
a stomach tube. Within 3 days 13 rabbits and 8 kittens 
died, but none of the puppies. Necropsy examination 
revealed a picture of septicaemia, and the organisms 
were recovered from the liver, spleen, kidneys, and 
lungs. 

The second series of experiments were carried out on 
9 puppies and 13 kittens. Organisms were introduced 
daily for 2 to 4 days. Of the 22 animals 16 died, 
including 7 of the 9 puppies—animals which in previous 
experiments had proved to be more resistant. The third 
series of experiments was planned to elucidate the in- 
fluence of age of the animal, and 18 rabbits and 18 


kittens varying in age from 2 to 30 days were used. ° 


All 2-day-old animals died; of 14 3-day-old animals 8 
survived. None of the older animals died, in spite of 
the use of large doses of organisms. A. Swan 


98. Virulence of Human Tubercle Bacilli 
G. T. Stewart. Lancet [Lancet] 2, 562-566, Sept. 29, 
1951. 4 figs., 22 refs. 


The author, using mice as the experimental animals, 
compared the virulence of different cultures of Myco- 
bacterium tuberculosis, with H37Rvas the standard strain. 
Cultures maintained on Léwenstein-Jensen medium were 
subcultured on to Dubos liquid medium and grown for 
11 to 12 days. The cell concentration was standardized 
by opacity and packed-cell volume (subsequently to be 
checked by viable counts) for use as an intracerebral 
inoculum of 0-05 ml. A certain number of intravenous 
tests were also done. The results were assessed by noting 
death rate, mean 50°, mortality time, and the character 
and distribution of the lesions—especially those in brain 


25 


and lungs. The strains examined were from a variety 
of sources, and where necessary other animal tests were 
carried out to exclude bovine strains and non-tuberculous 
mycobacteria. 

When 2,500 or more bacterial units of H37Rv were 
injected, a progressive infection was established in mice. 
However, 2,500 units caused only small and entirely 
cellular pulmonary lesions, inocula up to 10,000 bacterial 
units caused larger lesions, and it required about 100,000 
bacilli to produce necrotic lesions. Until a dose of 
500,000 bacilli was reached the route of infection did not 
affect the result, but larger doses showed the increased 
vulnerability of the cerebral route. Within the range 
400,000 to 1,320,000 bacilli it became possible to show a 
significant linear relationship between the number of 
H37Rv bacilli injected and the mean 50% mortality time 
of the mice. 

Other standard strains of Myco. tuberculosis were 
tested in a similar manner and their virulence was found 
to be stable over a period of 2 years. B.C.G. strains 
from different sources and showing different growth 
rates had the same low virulence in the comparative tests. 
Of 17 strains recently isolated from sputum, 11 compared 
fairly closely in virulence with the standard H37Rv, 
whereas 13 out of 20 strains from sources other than 
sputum were of low virulence. Only 2 recently isolated 
strains showed hypervirulence, but there was some indi- 
cation that the virulence of freshly isolated strains may 
not be stable. 

It was not possible to correlate virulence and clini- 
cal severity, and it is considered reasonable to suppose 
that infectivity is also governed by the size of the inocu- 
lum, route of infection, and host resistance. 

H. J. Bensted 


VIRUSES 


99. The Virus and the Cell 

G. M. Finpiay. Journal of the Royal Microscopical 
Society [J. R. micr. Soc.| 71, 151-175, Sept., 1951. 
Bibliography. 

Viruses consist of nucleoproteins having some similarity 
to those of the cells they specifically parasitize since 
they are able to make use of some of the same chemical 
substances as are employed by the cell nucleoproteins. 
It is thus possible to account for the species and tissue 
specificities exhibited by so many viruses. The cell para- 
sitized by a virus nucleoprotein may be considered as 
analogous to a mutated cell. Evidence is brought for- 
ward to show that the change of type in certain groups of 
bacteria is due to the addition to the cell from outside 
of a specific nucleoprotein fraction. Similarly, the dif- 
ference between a drug-sensitive and a drug-resistant 
organism may be due to a variation in a nucleoprotein 
factor. 
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Cell mutation, which chemically is a change in the 
proportions of the various kinds of enzyme material in 
the cell, is possible through: (1) an internal rearrange- 
ment of the nucleoproteins of the cell caused by physical 
or chemical agents; and (2) a rearrangement of the 
nucleoproteins caused by the addition of an extraneous 
nucleoprotein. Most mutations are lethal but a few 
mutations are viable. Similarly, most virus-mutated 
cells rapidly break down, but when certain viruses para- 
sitize cells the infected cells are capable of proliferation, 
giving rise to hyperplastic growths which are in some 
instances indistinguishable from carcinomata and sar- 
comata. If the cause of malignant change is a somatic 
mutation then virus infection or virus nucleoprotein 
intrusion is by no means dissimilar in its action to the 
various physical factors which produce viable mutations 
in single-celled organisms and new growths in higher 
organisms. 

The result of our inquiry has therefore been to link 
~ together a number of observations which at first sight 
seem widely disparate. These phenomena are: (1) virus 
infection of cells; (2) cell mutations; (3) changes of 
specific type in bacteria; (4) drug-resistance; and (5) the 
various agents causing malignant disease. 

It may be said that I have dealt too much with 
** speculative and withal unprofitable matters’. I have, 
however, attempted to follow the precept of Bacon ** not 
to extract works from works or experiments from experi- 
ments (as an empiric) but from works and experiments 
to extract causes and axioms ”’, so that, “‘ again from those 
causes and axioms new works and experiments may 
arise’’. It is, perhaps, not inopportune to recall the 
scientific paradox that the fuller and more precise our 
knowledge of any one subject the larger becomes the 
known field of our ignorance.—[Author’s summary.] 


100. The Recovery of Virus from Regional Lymph 
Nodes of Fatal Human Cases of Poliomyelitis 

H. A. WENNER and E. F. Rape. American Journal of 
the Medical Sciences [|Amer. J. med. Sci.] 222, 292-299, 
Sept., 1951. 16 refs. 


The axillary, inguinal, and mesenteric lymph nodes, as 
well as the pancreas, of 9 patients dying within 8 days of 
the onset of poliomyelitis were removed with sterile pre- 
cautions 2 to 84 hours after death, and examined for the 
presence of virus by intracerebral inoculation of rhesus 
monkeys with 10°, suspensions. The clinical diagnosis 
was confirmed by histological examination and by the 
isolation of virus from the central nervous system in 
each case. Results in monkeys were assessed by develop- 
ment of paralysis, demonstration of virus in the central 
nervous system, and histological examination. 

Virus was found in the axillary nodes in 6 patients and 
in the inguinal nodes in 4, but was found in the mesenteric 
nodes of only | patient: in no case was it demonstrated 
in the pancreas. In 2 patients, none was found outside 
the central nervous system. 

In spite of the relative crudity of methods for detecting 
poliomyelitis virus (which may have been masked, for 
example, in the mesenteric nodes by early development 
of antibody), and despite the small number of patients 


_ the acute stages of the disease. 


and certain difficulties with the experimental animals, it 
seems clear that virus can be found in lymph nodes in 
Of the possible paths, 
the authors reject lymphatic transmission from con- 
taminated skin, and consider passage from the cord by 
way of nerve fibres less likely than direct absorption from 
blood, lymph or tissue fluid, as the result of an early 
viraemia following entry of virus from the gastro- 
intestinal tract. G.'L. Le Bouvier 


101. Simultaneous Occurrence of Two Immunological 
Types of Group A ‘‘ Coxsackie’ Virus in a Case of 
Herpangina . 

E. A. BEEMAN, R. H. PARRoTT, and R. M. Cole. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N.Y.] 78, 295-298, Oct., 
1951. 2 refs. 


102. The 1951 Influenza Viruses 
A. Isaacs. Proceedings of the Royal Society of Medicine 
[Proc. roy. Soc. Med.| 44, 801-803, Sept., 1951. 


Influenza virus strains obtained from different parts of 
the world during the 1950-1 epidemic were compared 
serologically by means of the haemagglutination-in- 
hibition test. As a first step antisera were prepared in 
ferrets to strains isolated during the epidemic. Such 
sera prevent agglutination of fowl erythrocytes—to which 
influenza virus has an affinity—by neutralizing the virus. 
With homologous strains this agglutination inhibition 
occurs in comparatively high dilutions of good immune 
sera, the highest dilutions still effective ranging between 
1 in 1,000 and 1 in 6,000. The test helps to distinguish 
between influenza virus of Strains A and B, which are 
serologically distinct; further, it enables investigators to 

‘recognize four subtypes within the A group. 

It was found that the 1951 strains were most closely 
related to the FM 1 virus of the A-prime subtype. 
Furthermore, of 90 strains examined in this way some 
were poorly neutralized even by’ their own antiserum, 
while their antiserum inhibited agglutination by another 
group of strains in relatively high titres as compared with 
homologous antiserum of the second group. The first 
group of strains was named the Scandinavian group, 
and the second the Liverpool group. Thus there was 
one group of influenza virus strains which combined 
poorly with antibody—the Scandinavian group—and one 
which had a high avidity for antibody—the Liverpool 
group. Experimentally, the Liverpool type of strain 
could be transformed into the Scandinavian type of strain 
by repeated passage of the Liverpool strain in chick 
embryos in the presence of homologous antiserum. It 
seems, therefore, that the Scandinavian type of strain is 
the one better adapted to survival in the presence of 
antibody. If such a transformation occurs in nature, 
then it may be that the Scandinavian type of influenza 
virus A was the form in which the virus maintained itself 
in a population partially immune after a previous epi- 
demic. The most important piece of evidence to support 
this view is that there was a small summer outbreak of 
influenza in Sweden in June, 1950, which is believed to 
have been the forerunner of the influenza epidemic in 
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Northern Europe during the winter of 1950-1. Further- 
more, Scandinavian-type strains from different localities 
differ slightly and may thus be strains modified by 
mutation, while the Liverpool-type strains are all very. 
much alike. The 1949 viruses were intermediate, so far 
as their avidity is concerned, between the 1947 A-prime 
strains and the 1950-1 Scandinavian virus strains. 
[See also Hygiene and Public Health, Abstract 121.] 
K. S. Zinnemann 


103. Studies on Host—Virus Interactions in the Chick 
Embryo-Influenza Virus System—IV. The Role of In- 
hibitors of Hemagglutination in the Evaluation of Viral 
Multiplication 

O. C. Liu and W. HENLE. Journal of Experimental 
Medicine [J. exp. Med.] 94, 269-289, Oct., 1951. 11 figs., 
40 refs. 


In experiments on the growth cycle of influenza virus 
in the developing hen’s egg the detection of virus and 
measurements of virus concentration by the haemag- 
glutination technique are handicapped by the presence of 
inhibitors. The actual haemagglutinin measurement 
represents the resultant between the haemagglutinating 
virus present and the concentration of the inhibition; the 
inhibitor itself is, however, being concurrently destroyed 
by the active virus. In this paper is considered the 
extent to which the inhibitors present in allantoic fluid, 
and to an even greater degree in the membranes, affect 
the interpretation of growth-cycle experiments. The 
difficulties may be analysed by making use of the fact 
that virus haemagglutinin is destroyed by heating to 
70° C. and the ability of the virus to destroy inhibitor 
is abolished at much lower temperatures—around 50° to 
60°C. The inhibitors are not destroyed at 70° C., but 
they may be inactivated enzymatically with receptor- 
destroying enzyme (RDE). 

Both active virus and virus made inactive by irradiation 
with small doses of ultraviolet light are able, over a 
period of | hour at 37° C., to destroy the greater part 
of the inhibitor in the allantoic fluid; in consequence 
assays of virus should approximate to their real value. 
Chorio-allantoic membranes, however, contain so much 
more inhibitor that haemagglutinin titres of active virus 
approach their real value only after 5 hours’ incubation 
at 37° C.; virus inactivated by ultraviolet light is quite 
unable to destroy the inhibitor in the membranes. It 
follows that if the haemagglutination technique is to be 
used for virus assay in membrane suspensions the in- 
hibitor must first be removed by treatment with RDE. 

With this modified technique it is shown that: the 
original belief that the virus could be demonstrated in 
the membranes by complement fixation before it could 
be demonstrated by haemagglutination was due to 
masking of the virus by the inhibitor. When membrane 


‘suspensions are treated with RDE the rise in haemag- 


glutinin titre in the membranes begins as early as the 
rise in level of specific and non-specific complement- 
fixing antigen. [This confirms the view (Fulton, Nature, 
Lond., 1949, 164, 189) that there is no evidence to support 
the claim that virus-soluble antigen is formed before the 
virus elementary body.] Forrest Fulton 


104. Studies on Host—Virus Interactions in the Chick 
Embryo-Influenza Virus System—V. Simultaneous Serial 
Passage of the Agents of Influenza A and B in Relation 
to Variations in the Growth Cycle of Influenza B Virus 
O. C. Liu and W. HENLE. Journal of Experimental 
Medicine [J. exp. Med.] 94, 291-304, Oct., 1951. 6 figs., 
15 refs. 


Sugg and Magill (J. Bact., 1948, 56, 201) have reported 
that it is possible to inoculate both an influenza-A virus 
strain and an influenza-B virus strain together intra- 
allantoically into eggs, and to carry them in serial passage 
without losing either strain. This discovery was sur- 
prising, because the A strains have a relatively rapid 
growth cycle with a “constant period” (before new 
virus is demonstrable in the allantoic fluid) of 5 to 6 
hours, whereas the B strains have a “* constant period” 
of 8 to 10 hours. In consequence it would have been 
expected that the A strain would soon have replaced the 
B strain. 

The present authors confirm that the Lee strain (B) 
can be carried serially with an A strain (PR8) without 
loss for at least 10 passages, provided that the infecting 
seed virus is not diluted more than 10-2; if higher 
dilutions are used the B strain is soon lost. . The explana- 
tion appears to be that with large inocula the B strain 
has a constant period of only about 7 hours, so that 
the two strains are on an equal footing. 

Forrest Fulton 


105. Studies on Host—Virus Interactions in the Chick 
Embryo-Influenza Virus System—VI. Evidence for Multi- 
plicity Reactivation of Inactivated Virus 

W. HENLE and O. C. Liv. Journal of Experimental 
Medicine [J. exp. Med.] 94, 305-322, Oct., 1951. 5 figs., 
24 1efs. 


In this paper a tentative attempt is made to show that 
the multiplicity reactivation phenomenon of ultraviolet 
light-inactivated bacteriophage may also be demonstrated 
with influenza virus. It is known that if influenza virus 
is irradiated with ultraviolet light the inactivated virus 
particles interfere, under certain conditions, with the 
growth of active virus in the chick chorio-allantoic 
membrane. If, however, the dose of irradiation is 
reduced so that only a small fraction of the total virus 
population is inactivated, and thus the individual elemen- 
tary bodies which have been inactivated may reasonably 
be supposed to have received one hit, then with large virus 
inocula the yield of infective virus in the allantoic cavity 
of eggs is much larger than would have been expected 
from the infectivity of the seed. The same phenomenon 
is also seen with virus partially inactivated by heating 
at 56°C. The inference is that when conditions are such 
that more than 1 virus particle infects a single cell lining 
the allantoic cavity, 2 or more “ inactivated ’’ particles 
may combine to yield a clone of active virus. 

[These experiments do little more than show that it is 
possible to believe in a multiplicity reactivation of in- 
active influenza virus. Proof that it does occur must 
await evidence of recombination, though the technical 
difficulties confronting such an experimental proof are 
indeed formidable.] Forrest Fulton 
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IMMUNOLOGY 


106. B.C.G. Vaccination in the Newborn. Preliminary 
Report 

W. GAISFORD and M. GrirFitHs. British Medical Journal 
[Brit. med. J.] 2, 702-705, Sept. 22, 1951. 2 figs., 7 refs. 


The parents of all infants born at St. Mary’s Maternity 
Hospitals, Manchester, are invited to have their babies 
immunized with B.C.G., and 50% of them accept this 
offer. The authors outline some of the problems they 
propose to study in a long-term investigation of the 
material thus supplied, and report some preliminary 
observations on 1,461 newborn babies already vaccinated. 
In an attempt to produce more rapid Mantoux conversion 
and thus shorten the period of segregation where neces- 
sary, a dose of 0-2 ml. was injected intradermally at one 
site, usually the thigh. In 50 babies fluctuation of the 
regional lymph nodes was observed. One infant re- 
ceiving this dose at this site was subsequently admitted 
to another hospital with intestinal obstruction due to 
adhesions to a mass of iliac lymph nodes. Since using 
a standard dose of 0-1 ml., given on the outer aspect of 
the arm, no such complications have been seen. The 
authors note that heroic measures are not required in the 
treatment of ** Calmette abscesses *’, as these are without 
systemic danger and heal spontaneously in time. 

J. E. M. Whitehead 


107. Active Immunization of Birds against Malaria 
G. S. Corrin. Journal of Infectious Diseases [J. infect. 
Dis.] 89, 1-7, July-Aug., 1951. 3 figs., 12 refs. 


The author prepared vaccines by withdrawing blood 
(showing 1 parasite per erythrocyte) from ducks or 
chickens infected with Plasmodium lophurae or from 
chickens infected with P. gallinaceum, using citrated 
saline as anticoagulant. The parasitized blood was 
washed in saline and left overnight in 0-1°% formalde- 
hyde saline. The following mixture was then prepared: 
180 10° parasites (120 x 10° erythrocytes) in 52-8 ml., 
falba 26-4 ml., bayol F 52-8 ml., and killed dried 
tubercle bacilli 24 mg. [Reference to a previous paper 
by Thomson (Amer. J. trop. Med., 1947, 27, 79) reveals 
that falba is a dispersing agent while bayol F is a paraffin 
oil of light viscosity.} The vaccines were tested for the 
presence of viable parasites by the inoculation of blood 
from an immunized bird into a day-old duckling. No 
viable parasites were observed. 

Ducks immunized by two intramuscular injections of 
P. lophurae vaccine with six weeks between each in- 
jection were then challenged by the injection of infected 
blood. The vaccinated birds showed a lower para- 
sitaemia than unvaccinated birds, although the mortality 
was the same in the two groups. Vaccination for a 
shorter period with a weaker vaccine gave no immunity. 

Chickens were immunized in a similar manner with 
P. lophurae and then challenged on two occasions by the 
injection of P. lophurae. Some immunity was observed 


to the first attempt at infection, and more when the 


second was made. Later these birds strongly resisted 
infection with P. gallinaceum, whereas birds which had 


been infected twice with P. Jophurae but not immunized 
were not resistant to P. gallinaceum. Some immunity to 
infection with P. gallinaceum was also shown by chickens 
which had been immunized by the intramuscular injection 
of a vaccine prepared from normal chicken erythrocytes. 
R. A. Neal 


108. Passive Immunization of Birds against Malaria 
G. S. Corrin. Journal of Infectious Diseases [J. infect. 
Dis.} 89, 8-15, July—Aug., 1951. 20 refs. 


After studying the production of active immunity 
of ducks to Plasmodium lophurae (see Abstract 107), 
the author investigated passive immunity. In the pre- 
sent work, immune serum was obtained from ducks 
which had been infected with P. Jophurae. Two or more 
intravenous injections of P. lophurae were given at 
intervals of one week to several months. Blood was 
withdrawn about 10 days after the last inoculation with 
parasites and allowed to clot at room temperature. The 
serum from several ducks was pooled owing to the small 
quantity obtained from each bird. 

Ducklings were infected with P. /ophurae and then 
treated with immune serum. Some degree of immunity 
was conferred by the serum as shown by the lower degree 
of parasitaemia. Repeated injections of immune serum 
were not more effective than one injection given at the 
time of inoculation of the bird with P. lophurae. 

The infectivity of blood parasitized by P. lophurae was 
reduced by contact in vitro with immune serum for 15 
minutes. When the treated blood was injected into 
normal birds the appearance of the parasite was delayed 
and the parasitaemia peak was lower than in birds in- 
fected with untreated parasitized blood. This effect of 


the immune serum upon blood infected with P. lophurae - 


was removed by contact in vitro with lysed erythrocytes 
from a normal duck, although it was not removed by 
contact with lysed human erythrocytes (A, Rh-positive). 
Parasitized blood from a chicken infected with P. gal- 
linaceum was also rendered less infective by contact in 
vitro with serum from ducks immune to P. lophurae, but 
the effect was not so marked as with blood parasitized 
with P. lophurae. 

Normal duck erythrocytes were agglutinated by im- 
mune serum. R. A. Neal 


109. Quantitative Studies in Diphtheria Prophylaxis. 
Some Observations on the Correlation in Identified Guinea- 
pigs between their Responses to More than One Inoculation 
of Diphtheria Prophylactic 

L. B. Hott. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 32, 157-168, June, 1951. 2 figs. 
17 refs. 


In order to determine whether the response of guinea- 
pigs to a second dose of a diphtheria prophylactic is 
correlated with the response to the first dose, distinguish- 
able guinea-pigs were given an injection of 1 Lf P.T.A.P. 
(purified diphtheria toxoid precipitated with aluminium 
phosphate) containing 1 mg. AlPO4, and bled 10 weeks 
later; they then received a total of 400 Lf. P.T.A.P. 
containing in all 56 mg. AIPOg, injected in 13 different 
sites. To avoid the complications due to the secondary 
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“leap” in antitoxin the animals were bled 12 weeks 
after injection and their diphtheria antitoxin titres com- 
pared with those observed 10 weeks after the first 
injection. There was no apparent correlation, though 
the scatter of the values after secondary stimulation 
was less. 

In a second experiment distinguishable guinea-pigs 
“ primed ” with 1 Lf P.T.A.P. (1 mg. AlPO4) were bled 
8 weeks later and at that time given an injection of | Lf 
P.T.A.P.; or the same material mixed with 2 units of 
guinea-pig diphtheria antitoxin and stored for 10 weeks 
‘at 5° C.-before use; or one of 25 Lf P.T.A.P. (1 mg. 
AIPO,). In no case was there any correlation between 
the “‘ primary ’’ values and those found 10 weeks after 
secondary stimulation. 

In a third experiment it was shown that the maximum 
secondary response to 3 successive daily doses of 4 Lf 
formol toxoid in animals “* primed ”’ with 1 Lf P.T.A.P. 
(1 mg. AlPO4) bore no relationship to the tire 10 weeks 
after primary stimulation. Very different results were 
obtained with animals secondarily stimulated with the 
amount of toxoid equivalent to their calculated: plasma 
antitoxin level 12 weeks after a primary stimulus of one 
of the following: (a) 1 Lf P.T.A.P. (1 mg. AIPO,); 
(b) 2 inoculations each of 0-5 Lf P.T.A.P. (1 mg. AlPOs); 
(c) 3 inoculations each of 0-33 Lf P.T.A.P. (1 mg. 
AIPO4); or (d) 4 inoculations each of 0-25 Lf P.T.A.P. 
(1 mg. AIPO,). In this case it is claimed that there is a 
marked correlation between the base-line ‘ primary ” 
titre and the maximum “ secondary ”’ titre. 

As animals that had been secondarily stimulated with 
P.T.A.P. still showed a further secondary response to a 
large dose of formol toxoid, and settled down to a higher 
base-line, it is suggested that the increasing response to 
large injections and the raised base-line are due to 
multiplication of antibody-producing cells. 

[This paper is far from clear; investigators considering 
repeating or developing the work are strongly recom- 
mended to reread the earlier papers on which it is based.] 

C. L. Oakley 


110. The Valency of Antibodies 

J. R. MARRACK, H. Hocn, and R. G. S. JoHNs. British 
Journal of Experimental Pathology [Brit. J. exp. Path.] 
32, 212-230, June, 1951. 20 figs., 23 refs. 


A fairly pure antigen (horse or ox serum albumin) was - 


precipitated with a quantity of fairly pure rabbit antibody 
(y globulin) just insufficient to precipitate it completely; 
the precipitate was washed free from entangled protein, 
dissolved in a large excess of antigen, and examined 
electrophoretically. The composition of the precipitate 
was determined from a pilot experiment; the amount of 
antigen used to dissolve the precipitate was known. The 
total amount of protein present was therefore known; 
the percentage distribution as albumin (antigen) and 
complex was determined from the electrophoretic dia- 
gram. Clearly if, for example, the original precipitate 
contains 5 mg. antibody and 1 mg. antigen, and this is 
dissolved in 30 mg. of antigen, the total amount of 
protein present is 36 mg. Electrophoretic examination 
Shows 15-5% complex and 84-5% free albumin. This 


gives 25-2 mg. free albumin and therefore 4-8 mg. 
albumin in the complex, which also contains 5 mg. 
antibody. Assuming a molecular weight of 70,000 for 
antigen and 160,000 for antigen, this gives the following 
molecular ratio: 

antigen 48 160,000 

antibody = 5-0 * 70,000 = 2°22 
Similar experiments can be done by direct addition of 
antibody to excess antigen and electrophoretic examina- 
tion of the fluid dialysed against suitable buffers for 
antigen, antibody, and complex; precipitable antibody in 
such experiments is determined in pilot trials. 

Though evidence was found of more than 1 antigen— 
antibody complex, the maximum antibody valency ap- 
peared to be 2. There was also evidence that soluble 
antigen-antibody complexes may contain some y 
globulin which is not precipitable in the normal zone of 
precipitation. C. L. Oakley 


111. The Zone of Localization of Antitissue Antibodies 
as Determined by the Use of Radioactive Tracers 

D. PressMAN. Journal of Allergy {[J. Allergy] 22, 387- 
396, Sept., 1951. 2 figs., 36 refs. 


Antisera against rat kidney tissue were prepared in 
rabbits. The globulin was separated and iodinated with 
iodine containing radioactive tracers of 13!I. This sub- 
stance was injected into rats and control rats were given 
anti-ovalbumin serum which was iodinated in the same | 
way. A definite accumulation of !3!I in the kidneys of 
the animals which had received kidney antibody was 
found. The same happened when antiserum to mouse 
kidney was injected into mice. Moreover, antiserum to 
rat kidney also accumulated in the kidneys of mice and 
vice versa. The site of the !3!I in the kidney was shown 
by autoradiographs to be almost exclusively the glo- 
merulus. Thé fixation of the antibody occurred: imme- 
diately on contact with the kidney, possibly during one 
single passage. Antisera prepared in the rabbit against 
rat lung and similarly labelled were found localized in 
the lung and in the kidney. 

It is concluded from these results and from those of 
others that the nephrotoxic effects of anti-kidney and 
anti-lung ‘sera are due to antibodies directed against 
blood vessels in general. Hi. Herxheimer 


112. Preparation of Dried Antigen and Antiserum for 
the Agglutination-inhibition Test for Virus Influenza 

M. R. HILLEMAN, E. L. Buescuer, and J. E. SMADEL. 
Public Health Reports (Publ. Hlth Rep., Wash.} 66, 1195— 
1203, Sept., 1951. 7 refs. 


The preparation of allantoic fluid and fowl antiserum 
for use in haemagglutination tests for the detection of 
influenza in exposed populations is described. Sterile 
allantoic fluid containing Type A (PR8), A prime (FM1), 
or Type B (Lee) influenza virus can be dried either on a 
manifold drier or in a chamber with little reduction in 
haemagglutinating power. The antigens are stable for 
at least 25 months at 4°C. or for 51 days at 37°C. 
Dried fowl antisera are stable for 2 years at 4° C. 

[As much of this paper deals with details of technique 
it cannot be satisfactorily abstracted.] R. Hare 
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113. A Decade of Acknowledgment of the Illegitimate 
Child in the Province of Ferrara. (Un decennio di rico- 
noscimento totalitario degli illegittimi in provincia di 
Ferrara) 

M. ORTOLANI. 
1951. 


In Italy doctors and administrators, sociologists and 
law makers, in and out of Parliament, are discussing the 
advisability of making it a statutory obligation on a 
parent to acknowledge his or her illegitimate child. 
Though not required by law, parents have generally 
acknowledged their illegitimate children for some years 
in a number of Italian provinces, amongst which is 

- Ferrara, where the author is Director of the Children’s 
Institute. He thinks that local custom is more important 
in determining the acknowledgment or abandonment of 
illegitimate offspring than such factors as the economic 
and the moral, stating that the higher the illegitimate 
birth rate in a locality (which generally indicates a low 
economic and moral standard), the fewer are the cases 
of abandoned and nameless children. The author does 
not think that acknowledgment by the parents militates 
against the subsequent adoption of the illegitimate child. 

J. Cauchi 


Lattante [Lattante] 22, 285-292, May, 


114. The Chemical Manipulation of Food 
E. MELLANBY. British Medical Journal (Brit. med. J.] 2, 
863-869, Oct. 13, 1951. 20 refs. 


This paper describes some of the consequences of the 
present law concerning the addition of chemical sub- 
stances to food, which, essentially, allows the addition of 
any substance unless it be specifically forbidden. In this 
way new substances are often introduced into food only 
to be proscribed when they eventually prove harmful. 
As a result many instances of illness and even death have 
occurred which might have been prevented had exhaustive 
tests of toxicity been carried out before the introduction 
of the new substance. The author gives examples of 
additives and of insecticides which are known to be 
harmful, and others of which it is certainly not possible 
to say that they are definitely harmless. Particular 
attention is paid to sweetening agents, flour improvers, 
and fat substitutes. A plea is made for a more positive 
type of legislation, perhaps along the lines adopted in 
the United States, where the Food and Drug Administra- 
tion has in recent years conducted an active and fruitful 
campaign to diminish the hazards of almost uncontrolled 
** sophistication of food. 

[This excellent summary of the present situation, with 
practical proposals for improving it, is somewhat marred 
by a tendency to over-state the case, bad though it un- 
doubtedly is. It does not really help the argument to 


suggest that some of the “‘ diseases of civilization ’’ may 
be due to chemical substances used in food manufacture; 
this is at present only a guess and plays into the hands of 
It is also not correct to imply that the 


the food cranks. 
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increase of volume of bread by the use of improvers, by 
enabling the baker to make more loaves from the same 
amount of flour, is to his economic advantage, since 
bread in Britain is sold by weight.] John Yudkin 


115. A County B.C.G. Campaign 
P. J. Burke. British Medical Journal {Brit. med. J.) 2, 
887-889, Oct. 13, 1951. 3 refs. 


In this paper is given an account of the methods of 
tuberculosis control applied to a rural area of Ireland 
with a population of 63,000. In 18 months a campaign 
has been completed of mass tuberculin-testing and B.C.G. 
vaccination, in which a conversion rate of 95% was 
obtained. 

[For details of the commendably thorough methods 
adopted the original paper should be consulted.] 

J. E. M. Whitehead 


116. Trend of Mortality in Childhood, with Special 
Reference to Tuberculosis on Tyneside 
R. M. Cammock and F. J. W. Mitter. Lancet [Lancet] 
2, 764-766, Oct. 27, 1951. 2 figs. 

Childhood mortality on the Tyneside (a highly in- 
dustrialized area of England) is compared with that in 


’ England and Wales as a whole in selected years in the 


period 1938-49. Of the 830,000 inhabitants of this area, 
about one-third live in Newcastle and another one-third 
in South Shields. Mortality is considered in 3 age 
groups: 0-1, 1-5, and 5-15 years. [From what follows, 
it appears that these groups should more correctly be 
described as under 1’, 1-4’, and “ 5-15” or 5- 


.14” years.] In the first age period mortality is ex- 


30 


pressed per 1,000 live births (infant mortality), and in the 
remaining age periods as a rate per 1,000 of the estimated 
population at the ages concerned. 

Although there are clearly year-to-year fluctuations, 
the general trend of mortality can be seen from the table 
below, which gives the Tyneside rates for the terminal 
years of the period reviewed, together with the rates for 
England and Wales in brackets: 


Acute 
All Causes | Tuberculosis Respiratory 
| Disease 
Under 1 year—Deaths per 1,000 live births 
1938 66 (53) 0-66 (0-60) 12-7 (10-2) 
1949 41 (32) | 0-44 (0-22) | 9-3 (5-9) 
1-4 years—Deaths per 1,000 population 
1938 6°9 (4:5) 0-78 (0-45) 1-79 (1°31) 
1949 1-9 (1-6) | 0-33 (0-20) | 0-33 (0-31) 
5-15 years—Deaths per 1,000 population 
1938... 2:5 (1-5) 0-41 (0-16) 0-210 (0-135) 
1949... 0-5 (0-6) | 0-08 (0-06) | 0-042 (0-037) 


The authors discuss the mortality trends in some detail 
and stress the unstable nature of the pre-school Tyneside 
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rates for tuberculosis, which are based on very few deaths. 
They draw attention to the relatively greater reduction 
which has occurred in mortality from all causes after the 
first year of life than during that year, and emphasize 
the exceptionally large relative fall in tuberculosis 
mortality among Tyneside school-children. In 1938 the 
Tyneside mortality rates were consistently higher than 
the national average.. In 1949 the rates for children over 
the age of 1 year were much nearer the national average; 
infant mortality, on the other hand, was relatively more 
divergent from the national average in 1949 than in 1938. 
E. A, Cheeseman 


117. Studies of the Incidence of Cancer of the Lung 
and Larynx 
E. L. KENNAWAy and N. M. KENNAWAY._ British Journal 
of Cancer [Brit. J. Cancer| 5, 153-158, June, 1951. 
1 fig., 9 refs. 


The death rates from cancer of the lung and cancer of 
the larynx for the years 1946-9 are analysed separately 
for men and women and according to the density of 
population of the areas in which individual patients lived. 
The death rates from cancer of both sites increase in 


’ men as the density of population increases, the increase 


being greater for cancer of the lung than for cancer of 
the larynx. In women the rate is again lowest in the 
least densely populated areas in the case of cancer of the 
lung, but for cancer of the larynx it is highest in these 
areas and decreases as the density of population increases. 
_ The death rate from cancer of the larynx, in marked 
contrast to that fiom cancer of the lung, has decreased 
slightly since 1921 in men; it has remained constant in 
women. Other differences in the behaviour of cancer of 
the larynx in men and women are found in the anatomical 
distribution of the growths and in their social distribution. 
These observations indicate that cancer of the larynx in 
men and in women should be regarded as constituting 
two separate diseases. R. Doll 


118. The Social Distribution of Cancer in Copenhagen, 
1943 to 1947 

J. CLEMMESEN and A. NieELsen. British Journal of Cancer 
[Brit. J. Cancer] 5, 159-171, June, 1951. 3 figs., 10 refs. 


Information about cases of cancer occurring in Copen- 
hagen in the period 1943-7 was obtained from hospital 
notifications to the Cancer Registry and from death 
certificates. Cases notified by hospitals accounted for 
89% of the total. Expenditure on housing was taken as 
an indicator of the social status of a family; the average 
house rent was used to classify the subdistricts of Copen- 
hagen into 5 groups, and the inhabitants living in them 
were correspondingly classified into 5 social classes. 
The numbers of deaths observed to occur among each 


. class from cancer of several different sites were then com- 


pared with the numbers which calculations showed might 
have been expected when the age and sex distribution of 
the populations were taken into account. 

The results showed no statistically significant dif- 
ferences in the social incidence of cancer of the sigmoid 
and rectum in men, nor of the colon, rectum, or body of 
the uterus in women; small differences were shown in 
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cancer of the stomach, oesophagus, prostate, and colon 
in men, and of the stomach, breast, and sigmoid in 
women. Cancer of the lung was found to be appreciably 
commoner in the economically poorest class. The big- 
gest differences occurred in cancer of the cervix uteri, 
which was far commoner in the poorest classes, irrespec- 
tive of whether the women were married or unmarried. 
It is suggested that birth of illegitimate children and 
abortion may be commoner among women of the lower 
economic level, and that the important factor contributing 
to the development of cervical cancer is pregnancy rather 
than childbirth. R. Doll 


119. A Note on Geographical Variations in Cancer 
Mortality, with Special Reference to Gastric Cancer in 
Wales 

C. D. LeGon. British Journal of Cancer [Brit. J. Cancer] 
5, 175-179, June, 1951. 1 fig., 5 refs. 


The expected mortality from gastric cancer for each 
rural district in Wales was calculated from the aggregate 
mortality on the basis of the age and sex distribution of 
the populations. A map of Wales is presented showing 
the ,actual mortality as a percentage of the expected 
mortality for each district. The rural districts of low © 
mortality are all on the sheltered east and south of the 
Welsh massif, but from consideration of a number of 
individual districts it is suggested that the low mortality 
is associated with the absence of peat from the soil 
rather than with low rainfall or agricultural prosperity. 
This hypothesis fits with other observed facts about the 
incidence of cancer of all sites in England and in Louisiana. 

R. Doll 
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120. The Spread of Influenza. Evidence from 1950-— 
1951 

A. Isaacs and C. H. ANDREWES. British Medical Journal 
[Brit. med. J.] 2, 921-927, Oct. 20, 1951. 1 fig., 16 refs. 


An epidemic of influenza caused by A-prime virus 
spread over much of Europe in the winter of 1950-1. 
The virus was first isolated from minor outbreaks in 
Scandinavia as early as midsummer, but thereafter the 
disease apparently disappeared until November. Two 
serological subtypes were recognized—** Scandinavian 
and ‘* Liverpool ’°—and examples of both were identified 
from far beyond the boundaries of Europe. An in- 
teresting phase variation of the virus was produced in the 
laboratory. Scott Thomson . 


121. Epidemiology of Influenza in the Light of the 1951 
Outbreak 

C. H. ANpREweES. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.} 44, 803-804, Sept., 1951. 
3 refs. 


With regard to swine influenza it has been shown long 
ago that in non-epidemic periods the virus is dormant in 
earthworms and pig lung-worms. No such mechanism 
has been demonstrated for human influenza, although 
the virus is absent yet must continue to propagate in 


= 
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between epidemics. The influenza virus is antigenically 
very labile and apparently changes continuously. The 
A-virus strains of the type found between 1936 and 1946 
have disappeared and related virus strains of the A-prime 
variety have been found in epidemics all over the world. 
Even this variety has minor variations in antigenic 
composition. 

The epidemic of 1949 started in Sardinia in September- 
October, 1948, and spread from there across Europe to 
Iceland. The same type of virus was isolated in all 
localities. Earlier epidemics had suggested that there 
are precursor epidemics during the summer. Special 
attention was paid to similar manifestations, and it was 
found that there was a small epidemic in Sweden in June, 
1950, caused by the A-prime type of virus. A major 
autumnal outbreak followed in Scandinavia and the same. 
type of virus was isolated there again. Apparently in- 
dependently of this outbreak, influenza occurred in 
Ireland. This seems to be significant, as both Sweden 
and Ireland were areas in which the 1948-9 epidemic 
lost momentum and faded out. It is possible that 
influenza emerges on the fringe of previous epidemics. 
It would seem reasonable to assume that emergence of 
the virus is inhibited by a high level of herd immunity 
and that in the fringe areas, where the immunity level of 
the population is lower, reappearance of the virus is 
more easily possible. Once established, the virus is then 
able to spread among populations with a higher level of 
immunity. 

This theory is in some disagreement with that of the 
transequatorial swing supported by Burnet (Bull. Johns 
Hopk. Hosp., 1951, 88, 119). According to this theory 
the influenza virus is dependent on the winter season and 
thus follows this season across the Equator. The present 
author does not believe that this hypothesis completely 
explains the mechanism of persistence of influenza. 

K. S. Zinnemann 


122. Trends and Epidemics of Influenza and Pneumonia 

1918-1951 

S. D. Cotutns and J. LEHMANN. Public Health Reports 

[Publ. Hlth Rep., Wash.] 66, 1487-1516, Nov. 16, 1951. 
8 figs., 19 refs. 


123. Epidemic Smallpox in Jiddah. Treatment with 
Antibiotics 

N. L. Corkitt. British Medical Journal (Brit. med. J.] 
2, 663-667, Sept. 15, 1951. 3 figs., 5 refs. 


The author describes an outbreak of smallpox which 
occurred among pilgrims to Mecca in October, 1949. 
Particular interest centred on some 1,800 Filipinos who 
journeyed to and from the Hedjaz in the pilgrim ship 
s.s. Christobal, and amongst whom smallpox first made its 
appearance in Mecca and was then carried by them to 
Jiddah on their return there for re-embarkation. Only 
about two-thirds of their number could be put into 
quarantine on the island of Abu Saad and revaccinated ; 
the rest evaded both these measures and were responsible 
for a sharp epidemic in Jiddah. They even carried the 
disease to those in quarantine at Abu Saad, where, owing 
to the ineffectiveness of the vaccine used and other adverse 
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conditions, smallpox broke out. However, mass re- 
vaccination with vaccine known to be potent cut short 
the outbreak at once. Altogether 16°% of these 1,800 
Filipinos contracted smallpox and 8°% died. 

In Jiddah itself general vaccination and other control 
measures were not easily achieved, and altogether some 
1,000 recorded cases of smallpox occurred among the 
population, involving all races and having a fatality rate 
of 58%. 

The author describes methods used for disinfection of 
infected houses and their contents, and methods of fly 
control with “ gammexane 0-34” powder. Penicillin 
and streptomycin were used in treatment and seemed to 
enable patients to get over the secondary-fever stage 
without much difficulty. The relative absence of pus 
made nursing less offensive and therefore enabled it to 
be more effectively carried out. It was considered that 
the fatality rate was reduced; unpleasant sequelae were 
rare and convalescence seemed to be shortened. Five 
early cases in young unvaccinated Arabians were treated 
with aureomycin orally for 2 or 3 days, and although 
one patient died, the others seemed to pass into con- 
valescence with unusual ease. The author thinks the 
drug. worthy of further trial in the early stages. 

Two interesting clinical observations are recorded. 
One was the fact that when in contact with smallpox or 
handling infected articles it was noticed that a bitter 
taste was experienced when moistening the lips, and the 
other was the frequency of contact fever—that is, aborted 
smallpox—amongst staff, persons visiting them, and the 
Filipinos themselves quarantined on Abu Saad island. 

J. V. Armstrong 


124. Epidemic of an Acute Respiratory Disease of 
Unidentified Etiology with High Death Rate among 
Infants in Celje and in Other Localities in Slovenia. [In 
English] 

A. L. TeERZIN and M. V. MILOVANOVICH. Acta medica 
Tugoslavica [Acta med. iugoslav.) 5, 209-234, 1951. 
5 refs. 


This paper records clinical, pathological, and bacterio- 
logical details of an epidemic of unidentified acute 
respiratory disease which occurred throughout Slovenia 
between January and May, 1950. Clinically, the onset 
was insidious with low-grade fever and rhinitis for a few 
days and was followed by a sudden flare-up of bronchio- 
litis for about 12 days. Physical signs in the chest were 
minimal and radioscopy showed no gross shadows. In 
a typical series of 49 cases as many as 32 infants, all under 
2 years of age, died. There was epidemiological evidence 
that the infection was also present in older children and 
adult contacts, but in a much milder form. The morbid 
anatomy was that of acute bronchiolitis with marked 
toxic degeneration of the myocardium, epithelium of the 
convoluted tubules, and parenchyma of the liver. The 
blood picture was that of leukaemia followed by leuco- 
cytosis with relative lymphocytosis. No evidence of a 
bacterial origin of the disease was found and there was 


_ no response to treatment with sulphonamides, penicillin, 


or streptomycin. Cold agglutinins were present in signi- 
ficant titre in the blood in a considerable proportion of 
cases in children over 3 years of age. Chick-embryo 
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culture and haemagglutination tests for the viruses of 
influenza (A and B) and psittacosis were completely 
negative and there was no evidence of Q fever. No clue 
to the aetiology of this disease was found. Its highly 
fatal effect in infants was believed to be associated with 
the very poor state of nutrition (including rickets with 
such signs as craniotabes) which characterized the 
majority of the children affected. | H. Stanley Banks 


125. Note on Cholera in the United Provinces (Uttar 
Pradesh] 

A. C. BANERJEA. Indian Journal of Medical Research 
[Ind. J. med. Res.] 39, 17-40, Jan., 1951. 6 figs., 16 refs. 


This study, based on cholera mortality statistics for 
the United Provinces of India for the period 1877-1948 
in relation to meteorological records and the seasonal 
occurrence of the great religious pilgrimages and festivals, 
brings out salient points in cholera epidemiology in India. 
Rural incidence is generally higher than urban, and 80% 


‘of deaths from cholera occur in the hot months, May to 


October. With expansion of the health services from 
1922 onwards there has been a gradual but considerable 
fall in mortality. The relationship between seasonal 
incidence of the disease in the United Provinces and 
absolute humidity is perhaps more intimate than in 
other areas. Long-term periodicity would appear to 
be irregular, although there is a suggestion of regular 
periodicity which may be associated with the triennial 
incidence of great festivals at Hardwar and Allahabad. 
The presence of true endemic foci in the United Provinces 
is not regarded as established, the infection usually being 
introduced by pilgrims from Nepal, Bihar, or Bengal to 
pilgrim centres in the eastern districts, which alone are 
involved in the early stages of an epidemic, with sub- 
sequent spread within the United Provinces by returning 
pilgrims and further local spread by village-to-village 
intercommunication, the severity generally being de- 
pendent on climatic conditions, population density, 
nutritional state, socio-economic conditions, labour 
migration, and similar factors. 

The association of epidemic cholera with the con- 
gregation of undisciplined masses of pilgrims, whose 
nutritional state and resistance to infection are equally 
reduced, is discussed in detail, the epidemic spread which 
may occur throughout India and even beyond as a result 
of the great Kumbh and Ardh-Kumbh festivals at 
Hardwar and Allahabad being noted. The complete 
absence of cholera from the Hardwar festivals of 1945 
and 1950, resulting from compulsory inoculation (and 
the employment of DDT in.1950) is contrasted with the 
severe epidemics accompanying festivals at Allahabad in 
1948 and Ayodha in 1949, where compulsory inoculation 
was not practised. Expenditure on cholera prevention 
is now 18 times that of 1937, the measures including an 
improved and extended health organization, large-scale 
vaccine production, protected water-supplies at all places 
of pilgrimage, and improvements in pilgrim facilities, 
village sanitation (endemic or near-endemic areas being 
given priority), and notification, extension of hospital 
accommodation, and a barrier scheme on the eastern 
borders of the province. R. Crawford 

M—D 


126. Endemicity of Cholera in Relation to Fairs and 
Festivals in India 

S. Swaroop and M. V. RAMAN. Indian Journal of 
Medical Research [Indian J. med. Res.| 39, 41-49, Jan., 
1951. 5 figs., 2 refs. 


Although the spread of cholera is often associated with 
rivers, and most of the great religious festivals of India 
are held at places situated on the banks of rivers, only 
about one-third of all these pilgrim centres fall within 
endemic areas. A detailed investigation of some of these 
areas indicates that the festival centres do not coincide 
with the regions of highest endemicity. For example, 
the worst endemic area of India is in South Bengal, but 
therein the point of highest endemicity lies south of the 
cities of Howrah and Calcutta and away from lines of 
communication, whereas Mahesh, the site of the great 
fair of this region, lies north of Calcutta. It is therefore 
concluded that although great epidemics of cholera are 
undoubtedly associated with the holding of these great 
festivals, there is no evidence that the degree of endemi- 
city is dependent on their occurrence. R. Crawford 


127. The Probable Role of the Hilsa Fish, Hilsa ilisha 
(Ham) in Maintaining Cholera Endemicity in India 

C. G. PANoit and L. L. Hora. Jndian Journal of Medical 
Sciences [Indian J. med. Sci.] 5, 343-356, Aug., 1951. 
6 figs., 8 refs. 


The authors put forward the hypothesis that the Hilsa 
fish (Hilsa ilisha) is concerned in maintaining cholera in 
India during inter-epidemic periods. The chief evidence 
is the close correlation between the location of the 
fisheries and the endemic cholera areas; also the migra- 
tion of the fish upstream during the early monsoon. 
Moreover, Hilsa reevesi is found in the Yangtse-Kiang 
and certain rivers in the Philippines in the region of 
which endemic cholera also exists. 

{Experimental support for the hypothesis is totally 
lacking, as the authors admit, and it is not yet known 
whether the fish can, in fact, harbour the vibrio or not.] 

W. H. Horner Andrews 


128. Some Epidemiological Aspects of Malaria Control 
with Reference to DDT 

P. F. Russect. Journal of the National Malaria Society 
[J. nat. Malar. Soc.] 10, 257-265, Sept., 1951. 30 refs. 


In this paper the author describes, and quotes examples 
of, the world-wide progress which has been made in the 
control and, in some instances, in the eradication of 
malaria following the introduction of the new residual 
insecticides. Nation-wide malaria eradication is now 
economically feasible and its elimination from the world 
a possibility. This optimism is, however, coupled with 
two warnings. ‘“‘ First, one recalls that malaria in the 
past has made spectacular reappearances and at times 
has widely overflowed its normal boundaries. Can it do 
so again? Secondly, increased population pressure 
follows malaria control. How can the sanitarian and 
the social scientist co-operate to take advantage of the 
absence of malaria in their efforts to advance toward a 
balanced human ecology, a goal which can never be 
attained in the presence of malaria?” R.M. Gordon 


Industrial Medicine 


129. Air-borne Dust Conditions in British Wartime 
Flax Scutching Factories 

K. L. GooDALt and P. J. Harpwick. British Journal of 
Industrial Medicine [Brit. J. industr. Med.| 8, 161-177, 
July, 1951. 4 figs., 23 refs. 


The growing of flax in Great Britain (excluding 
Northern Ireland) amounted to 3 acres in 1931 and 
4,500 acres in 1939, but with the withdrawal of foreign 
supplies owing to the war, there was a rapid expansion 
of the industry, and by 1944, 74,000 acres were growing 
flax for 17 British factories, many of which were new. 
Inhalation of flax dust during the process of scutching 
(which is described) has for centuries been known to be 
associated with broncho-pulmonary disease, and the 
wartime black-out, the use of improvised factory build- 
ings, and shortages of cleaning staff contributed to cause 
poor working conditions giving rise to frequent com- 
plaints of headache, feeling of suffocation, nausea, pain 
in the throat and upper chest, and cough. Increased 
incidence was noted at the start of the scutching season 
and after the week-end break. No worker had to be 
permanently removed from the scutching-room, however, 
and the sickness-absence rate was not high. 

In an investigation carried out in 1943 dust measure- 
ments were made in 4 factories. The sampling methods 
used are described, and included gravimetric sampling 
with sintered glass filters. Between 85% and 95% by 
number of the particles from the atmosphere in the 
factories were of respirable size. Of those less than 50u 
in size, less than 1% by number were fibrous particles, 
the greater number being woody particles. A pro- 
visional upper limit of permitted dustiness was defined, 
but was difficult to attain until down-draught dust- 
extraction equipment was substituted for the up-draught 
type. More fully enclosed machines were also recom- 
mended and similar changes advised in the treatment of 
tow. 

Chemical and spectrographic analysis showed that 
green-flax dust contained 4-4°% free silica, while retted- 
flax dust contained up to 8-2%, and dust from the de- 
seeding of green flax contained 12-7% (some of the latter 
being attributable to soil clinging to the roots). It is 
thus not impossible that very long exposure might result 
in silicosis. L. W. Hale 


130. The Effect of Silicosis on the Cardiovascular 
System. (Comportamiento del aparato cardiovascular 
en la silicosis) 

M. Crepet, C. D. Patu, and G. GARGANO. Archivos 
del Instituto de Cardiologia de México [Arch. Inst. 
cardiol. Méx.] 21, 178-195, April 30, 1951. 26 refs. 


The effect of silicosis on the cardiovascular system has 
been assessed in 350 patients, who were classified in 3 
stages: 96 had “ early ’’ disease and 142 had “* advanced ” 
disease. The methods of study included clinical and 
electrocardiographic examinations and estimation of 


effort tolerance, circulation time, and venous pressure. 
The results confirm those of other workers that cardiac 
involvement occurs only in the advanced stages of the 
disease, except that the incidence of cor pulmonale was 
less than that usually found. ' A. J. Thomas 


131. Silicosis in Miners: Classification of the Radio- 
logical Pictures. Interpretation, Evolution. (La silicose 
pulmonaire des mineurs. Classification des images 
radiologiques. Interprétation, évolution) 

V. Fateys. Journal Belge de Radiologie [J. belge Radiol.| 
34, 302-313, 1951. 7 figs. 


It is suggested that the term “ anthracosis”’ is mis- 
leading, since carbon alone does not give rise to any 
specific lung picture and the appearances seen may occur 
in other conditions in which carbon is encountered. The 
author accepts “ anthraco-silicosis”’ as a reasonable 
term; he asserts that dust particles larger than 3y in 
diameter cannot enter the lungs, and maintains that 
silica, being toxic to the macrophage dust cells, prevents 
these from performing their normal transportation 
activities. Hence the lymphatics become blocked and a 
reactive fibrosis occurs round them with formation of 
characteristic micronodules. If these coalesce they form 
macronodules and have a typical appearance. 

The Belgian Institute of Hyéicne for Mines has sug- 
gested a classification, for the radiological appearances 
which is similar to that of the French authors Hanot 
and Heck. This is as follows: (1) Normal films. 
(2) Subnormal films; some increased opacity and slight 
hilar hypertrophy. (3) The micronodular stage; this is 
divided into three sections according to degree. (4) The 
macronodular stage; this also has three subdivisions 
according to the degree of observed changes. (5) Cumu- 
lative lesions of irregular outline and considerable extent 
formed by aggregation of numerous micro- and macro- 
nodules. (6) Pseudo-tumours or large areas of fibrosis 
of marked opacity and with irregular outline, some still 
active and others arrested. It is noted that sharp 
divisions between these six stages are not observed, since 
they merge gradually, and also that emphysema is a 
necessary corollary of silicosis. 

By reason of the varying nature of the soil or rock in 
which coal is found the lesions in miners’ lungs must 
vary enormously between one district and another. 
There is some evidence of increased or reduced sus- 
ceptibility, and the author instances as an analogy 
that among a group of heavy drinkers it is impossible to 
point in advance to those who will have cirrhosis of the 
liver at the age of 40. He also suggests that previous 
healed tuberculous lesions probably explain the frequency 
of dust lesions in the subclavicular zones, especially the 
right. Presumably deposition of dust particles here is 
favoured by antecedent scarring. It is stressed that in a 
silicotic lung showing only minor changes there may, 
many years later, be found advanced fibrosis and em- 
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physema, though the subject has not worked in a mine 
since he first came for examination. Indeed it might 
seem unwise to ask a miner with early lesions to cease 
work, as he may develop a neurosis, and in any case 
such progression is inevitable. The advice to continue 
must necessarily take account of the presence or absence 
of symptoms, which are not always in line with the 
radiological findings. 

But in benign and very early cases, Gunneed after 4 
or 5 rather than 8 or 10 years’ employment, it may be 
reasonable to suggest that mining be abandoned. Any 
decisions made must depend not only on the radiological 
picture, but on all the other evidence available. 

The development of silicosis is not inevitable in miners, 
and many escape it though working for 25 to 30 years. 
In a group of 3,302 miners with an average of 13 years’ 
work 550 had various lung lesions. The author does not 
discuss tuberculosis as a complication, though this oc- 
curred in some cases in his series In the mines in- 
vestigated every miner is examined radiologically at 
2-yearly intervals. Apart from the use of water when 
drilling, it has been found useful to inject water into the 
soft coal before this is brought down; this procedure 
greatly reduces the amount of dust. G. C. Pether 


132. Entente Radiologique: a Step towards Inter- 
national Agreement on the Classification of Radiographs 
in Pneumoconiosis 

A. L. CocHrang, I. Davies, and C. M. FLeTCHErR. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.] 8, 244-255, Oct., 1951. 4 figs., 29 refs. 


This article is of the nature of an interim report from 
the Pneumoconiosis Research Unit of the Medical 
Research Council, but it is published in the hope of 
encouraging others to join in the field of agreement so 
far reached between workers in Great Britain and in 
France on the classification of radiographs in pneumo- 
coniosis. 

The importance of obtaining radiographs of uniform 
and high technical standard is stressed, and the authors 
deal briefly with the history of the various classifications 
used. There are two main systems, one based on the 
extent, and the other on the type, of the lesions; the 
authors use the former, or numerical, classification, and 
the French workers at Douai use the latter, or morpho- 
logical, classification, so that confusion arose when 
comparison was attempted between the reported incidence 
of pneumoconiosis in British and French centres. The 
authors, therefore, in collaboration with French experts at 
Douai, have compared the two classifications as applied 
to a large series of films, their findings being tabulated 
and recorded in some detail. As a result a combined 
Anglo-French classification was agreed to, which is 
similar to that accepted by the conference of the Inter- 
national Labour Organization at Sydney in 1950 based 
on the British numerical system, and differs from it 
chiefly in making formal provision for classifying the 
morphological appearance into three particular types. 
Workers in other parts of France, and in Belgium and 
‘Holland, have agreed to give the new Anglo-French 
classification a trial. A set of standard films has been 


established both at Douai and at Cardiff, and it is sug- 
gested that the International Labour Office would be a 
suitable body to hold a similar set of films, classified 
under an internationally agreed system, reference to 
which would ensure uniform standards of interpretation. 
[This article is of particular value to chest physicians 
and radiologists in areas where pneumoconiosis is 
prevalent.] Sydney J. Hinds 


133. The Use of Standard Films in the Radiological 
Diagnosis of Coalworkers’ Pneumoconiosis 

C. M. FLeTcHer and P. D. OLDHAM. British Journal of 
Industrial Medicine (Brit. J. industr. Med.] 8, 138-149, 
July, 1951. 4 figs., 7 refs. 


An account is given of an experiment carried out by 
the Pneumoconiosis Research Unit of the Medical 
Research Council to test the value of comparison with 
standard films, illustrating the different categories, in the 
reading and classification of chest radiographs in cases 
of coalminers’ pneumoconiosis. In the first part of the 
experiment 4 experienced observers each read a selected 
series of 120 representative normal and abnormal films 
on 4 separate occasions, twice with and twice without 
the standard films for comparison, and then read the 
same films in consultation together, using the standard 
films, on 3 further occasions, the majority opinion 
being recorded on each film. In the second part of the 
experiment 80 films selected from those used in the first 
part were read by 6 other experienced observers working 
in pairs, on 2 occasions without and on 2 with the aid 
of standard films. The effect on agreement between 
observers when standard films were used is analysed, and 
it is noteworthy that in only 3 observers was there a 
significant improvement in the degree of agreement with 
the others when standard films were used. There was, 
however, a definite indication that consistency of opinion 
in the re-reading of films was improved when standard 
films were used, and that the standard films were of help 
in discriminating normal films from those with slight 
abnormality. 

In view of the rather inconclusive findings above, the 
same series of 80 films was read and classified by 4 
observers inexperienced in classification of pneumo- 
coniosis films, first relying for guidance on a verbal 
definition of the classification, and then again using 
standard films. This experiment showed that the use of 
standard films increased the accuracy of the inexperienced 
observers from a level considerably below, to a level 
comparable with, that of the experienced observers. (It 
is of interest that the use of standard films reduced the 
average incidence of mistakes in this group from 52% to 
23% in the reading of abnormal films, but actually in- 
creased it (from 26% to 43°%) in the reading of the normal 
ones.) 

There was no evidence that an increased precision in 
verbal definition of the radiological appearances in each 
category, as compared with tHat used in previous experi- 
ments, assisted observers to agree in their classification of 
films, and while the accuracy of the inexperienced ob- 
servers was, on the whole, increased by the use of stan- 
dard films, there was considerable individual variation 
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in the observers’ ability to use them. Even when stan- 
dard films are used the level of accuracy in classifying 
films is far from satisfactory. The highest degree of 
consistency was achieved when the 4 experienced ob- 
servers read the films together with the aid of standards 
and discussed each film until agreement was reached; 
this technique has now been adopted by the Pneumo- 
coniosis Research Unit. L. W. Hale 


134. Erosion of Teeth Due to Tartaric Acid Dust 

W. B. Extsspury, R. C. Browne, and J. Boyes. British 
Journal of Industrial Medicine {Brit. J. industr. Med. 8, 
179-180, July, 1951. 1 fig., 3 refs. 


An investigation is reported arising from the discovery 
of erosion of the dental enamel, with subsequent exposure 
of the dentine and destruction of the incising edge of the 
teeth, in girls employed in mixing powders which gave 
rise to a dust containing tartaric acid. All but 1 of 15 
girls employed in the mixing rooms were affected, the 
’ earliest signs being apparent after 6 months’ exposure. 
Gravimetric analysis of the atmosphere showed a dust 
concentration of 15 mg. per cubic metre. The dust 
contained 7-:7% free and 22-5% combined tartaric acid. 
It is suggested that the dust settling on the teeth formed 
a highly concentrated solution in saliva and converted 
the insoluble calcium salts of the enamel into soluble 
calcium tartrate. L. W. Hale 


135. Arsenic and Cancer. Observations in the Metal- 
lurgical Industry 

L. S. SnecirerF and O. M. LomBarpD. Archives of 
Industrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg. occup. Med.] 4, 199-205, Sept., 1951. 
14 refs. 


Arsenic has for many years been under suspicion as a 
carcinogenic agent. The human race has been able to 
adjust itself biologically to arsenic in the environment, 
and the small number of cases of arsenical cancer that 
occur seem to require the presence of other exogenous or 
endogenous factors. Concerning the effect of arsenical 
therapy it is pointed out that the diagnosis of arsenical 
cancer in such cases is based on assumption rather than 
on the results of scientific investigation. Pigmentation 
and skin tumours have been reported in a small number 
of cases, but the paucity of these reports becomes even 
more evident when the extent of daily exposure of humans 
to arsenic, both in nature and in industry, is considered. 
There is reasonable doubt that some arsenic compounds 
will cause cancer. An investigation was carried out in 
two industrial plants, Aand Z. In plant A large amounts 
of arsenic trioxide were handled, and it was found in this 
plant that there was a higher proportionate cancer 
mortality than in the general population. However, the 
same was found true of plant Z, where arsenic was not 
handled, although other factors were comparable. It 
appears, therefore, that exposure to arsenic trioxide 
produces no significant change in the cancer mortality, 
and that other factors must be considered in the produc- 
tion of arsenical cancer. Thelwall Jones 


See also Pathology, Abstracts 49-50. 
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136. The Effects of BAL on the Metabolism of Lead 
and on the Symptomatology in Lead Intoxication 

E. C. and N. Zurwo. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 8, 218-225, 
Oct., 1951. 5 figs., 12 refs. 


Observations were made following BAL administration 
in 27 patients with occupational lead poisoning, 14 of 
whom were suffering from acute lead colic on admission 
to hospital, the remainder having had colic a few days 
or weeks before. 

The average fasting blood level of lead before treatment 
in these patients was found to be 122 yg. per 100 ml. 
After an injection of 2 to 5 mg. of BAL per kg. the blood 
level of lead fell rapidly for 3 hours, reaching a minimum 
level after 8 to 10 hours, and returning to 80 to 90% of 
the fasting level 24 hours after the injection. Between 3 
and 8 hours after the injection the general fall in blood 
lead level was often interrupted by a sudden increase, 
sometimes slight, sometimes quite considerable. In 1 
patient who received 50 mg. BAL on 1 day and 150 mg. 
2 days later the responses were similar. A series of 
injections of 2 to 7 mg. BAL per kg. given for several 
days caused a progressive reduction in the blood lead 
level, which returned nearly to the original value a few 
days after treatment ceased. Estimations of the serum 
lead concentration showed no changes after BAL in- 
jection in 2 cases. 

The rate of excretion of lead in the urine showed a 
pronounced increase immediately after a single dose of 
BAL, rising on the average to 13-3 times the mean pre- 
treatment rate (12-6 wg. per hour) in the first hour after 
injection and to 4 times that rate in the second hour. 
Lead was eliminated 2-6 times faster in the 24 hours 
following BAL injection than in the previous 24-hour 
period. There was no evidence of increased lead excre- 
tion in the bile or gastric juice. On the assumption that 
the total mass of blood is 8% of the body weight, the 
amount of lead eliminated in the urine in 3 hours was 
only about one-fifth of the absolute amount of lead 
which must leave the blood in the same period to produce 
the observed fall in blood concentration. It is suggested 
that the disappearance of lead from the blood is largely 
due to the transference of a lead—BAL complex from the 
blood to the tissues and possibly from one tissue to 
another, and that when BAL action ceases lead returns 
from the tissues to the blood. 

Clinical observations showed that deterioration in the 
patient’s condition often followed BAL injection, and 
in 1 case severe symptoms, including encephalopathy, 
occurred after 2 injections of 2 mg. BAL per kg. within 
a period of 7 hours. Such changes are explained by 
assuming that BAL causes lead to accumulate to an 
excessive’ degree in tissues which are sensitive to its 
toxicological action. Thus BAL induces a redistribution 
of lead in the body, and the moiety excreted by the 
kidneys is but a small part of the total transfer. For 
this reason BAL treatment must be regarded as 
dangerous, especially in patients suffering from the 
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manifestations of lead poisoning; and if it is to be used, 
BAL should be given in small doses in short cycles of 
1 or 2 days separated by periods of 2 or 3 days without 
treatment. W. K. S. Moore 


137. The Toxicity of Methylal 

F. L. WEAvER, A. R. HouGH, B. HIGHMAN, and L. T. 
FAIRHALL. British Journal of Industrial Medicine [Brit. J. 
industr. Med.] 8, 279-283, Oct., 1951. 4 figs., 10 refs. 


Methylal (CH2(OCH3;)2), which has been developed 
commercially as a solvent, has been found useful in the 
plastic and perfumie industries and also as a special fuel. 
Its use as a volatile anaesthetic has also been investigated, 
it having proved to be less toxic than ether. In this 
paper are described experiments to determine the pharma- 
cological effects of acute and chronic exposure of labora- 
tory animals to the vapour of methylal. In addition a 
few guinea-pigs were given subcutaneous injections, and 
it was found that a dose of 3 ml. methylal per kg. caused 
mild sedation, whereas 5 ml. per kg. caused anaesthesia 
lasting 5 hours, and larger doses caused death. Guinea- 
pigs which were allowed to inhale “* very high concentra- 
tions ’’ of methylal showed signs of ‘irritation of the 
respiratory tract and eyes and gross ataxia. Death 
occurred within 2 or 3 hours. The LDSO for white 
mice was found to be 57 mg. methylal per litre of 
inspired air (18,354 parts per million) after single ex- 
posures for 7 hours at varying concentrations. To 
determine the chronic effects of methylal, large groups 
of mice were giver repeated exposures of 7 hours’ dura- 
tion. In a group of 50 mice which received an average 
concentration of 35-1 mg. per litre for 15 exposures signs 
of mild irritation and slight anaesthesia occurred; 6 of 
them died.“ In another group, of 20 mice, which 
received 13 exposures to a concentration of 42 mg. per 
litre, greater irritation and earlier anaesthesia occurred, 
and only 6 of the mice survived after 17 days. More 
than 50° of a further group of 45 mice exposed to the 
LDS50 dose died after 2 exposures. The first group were 
exposed to a concentration of 35-1 mg. per litre (11,300 
parts per million), and this is taken as the “ threshold 
value’. On the basis of this it is suggested that 1,000 
parts per million would be a safe working concentration. 

Pathological changes were observed only when 
animals were exposed to very high concentrations of 
methylal, and consisted of fatty changes in the liver, 
kidneys, and heart and inflammatory changes in the lungs. 

W. K. S. Moore 


138. Blood Cholinesterase Levels and Range of Personal 
Variation in a Healthy Adult Population 

S. CALLAWAY, D. R. Davies, and J.P. RUTLAND. British 
Medical Journal (Brit. med. J.] 2, 812-816, Oct. 6, 1951. 
2 figs., 8 refs. ; 


Certain compounds used as insecticides or proposed 
for chemical warfare may produce a significant reduction 
in the erythrocyte or plasma cholinesterase content before 
symptoms of systemic poisoning occur. Estimation of 
‘he level of these enzymes may therefore yield important 
information regarding the absorption of such compounds 
and also during the recovery from intoxication. The 


present paper deals with the normal levels, as determined 
in 247 healthy adults—100 men aged 18 to 30 years from 
the armed Services, 81 civilian men aged 18 to 60 years, 
and 66 women aged 27 to 74 years. The method is 
described in detail, and the unit of enzyme activity used 
is defined. No statistically significant difference was 
found between the mean values for plasma enzyme 
activity in the 3 groups, but the mean. value for erythro- 
cyte enzyme content was significantly higher in the 
Service group. The limits of variation for plasma 
enzyme activity in the whole series were between 57% 
and 143° of the mean value, and for erythrocyte enzyme 
activity between 78% and 122% of the mean in the 
Service group and between 68% and 131% in the civilian 
groups. There were no sex, age, or seasonal differences 
in either value. 

The individual variations in level were investigated in 
10 soldiers by examining blood samples on 8 separate 
occasions. From this it is concluded that where it is 
possible to make only a single estimation of blood 
cholinesterase levels in an individual exposed to such 
compounds, while it can be ascertained whether the level 
is above or below the lower limit of normal for the whole 
population (which is well above that at which symptoms 
of systemic poisoning are likely to occur), a level found 
to be within the normal range for the whole population 
may be well below the normal range for that subject, 
since individual variations are much smaller than those 
of the whole population. Successive estimations in the 
same subject will yield more information regarding the 
possible absorption of such toxic compounds. 

A. Schott 


139. Blood Cholinesterase Levels in Workers Exposed 
to Organo-phosphorus Insecticides 

J. M. BARNES and D. R. Davies. British Medical Journal 
[Brit. med. J.] 2, 816-819, Oct. 6, 1951. 11 refs. 


By the method employed by Callaway, Davies, and 
Rutland (see Abstract 138) the erythrocyte and plasma 
cholinesterase levels were determined in 130 specimens of 
blood from 80 men and women exposed to organo- 
phosphorus insecticides in field or factory. In 12 
individuals abnormal variations were found which were 
probably attributable to absorption of the insecticide. 
Reduction of the erythrocyte cholinesterase content was 
found in 3 cases, and of that of the plasma in 5. Of 14 
workers whose blood was analysed on more than | 
occasion, abnormally great individual variations were 
found in 8; of these, 4 had been removed from contact 
with the insecticides after the first examination and the 
level of the enzyme had risen in the interval, whereas in . 
the other 4 contact continued during the interval and the 
fall in the enzyme level indicated some absorption. All 
departures from normal were slight, and no serious case 
of poisoning was encountered. A. Schott 


140. Some Observations on the Toxic Properties of 
3: 5-Dinitro-ortho-cresol 

V. H. PARKER, J. M. BARNES, and F. A. DeNz. British 
Journal of Industrial Medicine {Brit. J. industr. Med.] 8, 
226-235, Oct., 1951. 3 figs., 19 refs. 
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141. Dental Evidence in the Reconstruction of Crime 
K. Simpson. British Dental Journal (Brit. dent. J.] 91, 
229-237, Nov. 6, 1951. 6 figs. 


Dental details can provide information of great 
importance in identification, and in some respects, 
particularly that of greater durability, may rival dactylo- 
graphy. Marks left by teeth at the scene of a crime may 
prove vital links in identifying a criminal, as in the case 
of a sadistic murderer whose teeth marks were found 
on the victim’s breasts; but in such cases spread of 
resulting bruising may make it difficult to associate the 
marks with certainty with the teeth responsible. Bite 
marks left on food in cases of housebreaking may be 
useful in connecting the accused with the scene of the 
crime. Reference is made, with illustrative cases, to the 
use of the teeth in assessing age, and there are detailed 
descriptions of cases in which the teeth have been of 
importance in establishing the identity of decomposed or 
mutilated human remains. Gilbert Forbes 


142. So-called Accidental Mechanical Suffocation of 
Infants 

D. Swinscow. British Medical Journal (Brit. med. J.] 2, 
1004-1007, Oct. 27, 1951. 7 refs. 


For many years it has been believed that a large pro- 
portion of the infant deaths attributed to mechanical 
suffocation are really due to natural causes. The author 
has examined this hypothesis by comparing the sex ratios 
of infant deaths certified during the past 30 years in 
England and Wales as due to accidental mechanical 
suffocation in 4 broad groups: (1) in bed, (2) in cot 
or cradle, (3) by food, and (4) in other circumstances. 
The proportion of males in Group 2 was higher than in 
the other groups in each of the 3 10-year periods studied. 
The conclusion to be drawn is that many of the cot deaths 
were caused differently from deaths in bed or by food, and 
were therefore due to causes other than suffocation. A 
study of deaths from diseases which attack infants with 
great rapidity shows that these deaths have a high sex 
ratio approximating to that found in Group 2, and 
these conditions have also been often found at necropsy 
in infants thought to have been suffocated. 

The death rate in each of the above groups per 1,000 
live births in 1921-30 was: (1) 0-48, (2) 0-04, (3) 0-05, 
and (4) 0-05, giving a total of 0-62, and the corresponding 
figures for 1940-9 were 0-29, 0-23, 0-30, 0-05, and 0-87 
respectively. The decline in the number of deaths from 
suffocation in bed has been more than offset by the rise 
in deaths in cot and from food. ‘The rise in mortality 
from suffocation by food may be due to an increase in 
bottle-feeding—more babies being left on their own to 
suck from a bottle—which may also account in part for 
the decrease in mortality from suffocation in bed in that 
fewer mothers go to sleep and suffocate their babies while 
breast feeding them in bed. W. J. Martin 
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143. The Roentgenological Identification of Victims of 
the ** Noronic ’’ Disaster 

A. C. SINGLETON. American Journal of Roentgenology 
and Radium Therapy (Amer. J. Roentgenol.] 66, 375-384, 
Sept., 1951. 12 figs., 3 refs. 


When the 7,000-ton s.s. Noronic was gutted by fire as 
she lay in dock at Toronto, 119 of her 527 passengers lost 
their lives; 78 bodies which remained unidentified by 
ordinary means—clothing, jewellery, general anthropo- 
thetric data, colour, and finger-prints—were later 
identified by radiological findings. A total of 1,020 films, 
an average of 13 per body, were taken, largely of skeletal 
detail, and these were used for comparison with 35 vital 
films received from various sources: the oldest dated 
back as much as 13 years, but most were less than 5 
years old. 

The most potent source of successful comparison was 
the thoracic spine and chest, followed by the lumbar 
spine and pelvis. Of the 35 available radiological 
records 24 were satisfactorily matched with new films, 
and—an important point—a number of exclusions were 
firmly based on the lack of comparative data. An error 
in direct identification was thus corrected. Every scrap 
of evidence is of importance in such comparisons: the 
cervical-spine exposure which happens to include the 
number and location of the lower-jaw teeth, and the 
lumbar-spine radiograph which happens to show a 
deformity of the symphysis pubis, are highly important 
fortuitous gifts to those faced with identity problems. 
A recent bronchographic film which was available in the 
case of one victim provided a remarkable basis for 
comparison. 

This article, which is profusely illustrated, shows how, 
even in a case as sound as this, the secondary clavicular, 
spinal, and rib details are used to ensure accuracy of 
identification. The author is restrained in his claims for 
this means of identification, pleading that it represents 
another method of identification justifying the keeping of 
radiographic films just a little longer. 

[This paper, and the account previously given of this 
identity problem at the Annual Convention of the 
International Association for Identification, 1950, by 
Brown, will remain classical records. It is to be hoped 
that a full monograph will appear in due course.] 

Keith Simpson 


144. The Medico-legal Question of Responsibility in 
Cases of Perforation of the Uterus during Curettage.. 
(Sulla responsabilita medico-legale nella perforazione 
uterina da raschiamento) 

Boreas. Folia Medica [Folia med., Napoli] 34, 
297-311, June, 1951. 6 refs. 


The literature on perforation of the uterus is discussed 
and the well-known predisposing and actual causes of 
this accident are enumerated. The following medico- 
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legal attitude in cases of perforation is suggested. In 
cases where curettage is justified and is carefully carried 
out, uncomplicated perforation of the pregnant or non- 
pregnant uterus should not be held against the surgeon, 
but should be regarded as an unfortunate accident. 
Failure to recognize a symptomless perforation does not 
represent a fault on the part of the medical man. He is 
to blame, however, if he does not refer the patient to a 
surgeon after ‘‘ alarming peritoneal phenomena ’”’ have 
occurred, if abdominal viscera have been injured in 
several places and have been drawn out of the abdomen, 
or if there is undue delay in operating in such a case. 
[The author does not discuss personally observed 
cases.] N. Alders 


145. Electrocardiogram in Severe Acute Barbiturate 


‘Poisoning. [In English] 


KIRKEGAARD. and S. NORREGAARD. Acta Medica 
Scandinavica [Acta med. scand.] 140, 119-126, 1951. 
3 figs., 25 refs. 


Electrocardiograms were taken immediately after the 
admission to the Bispebjerg Hospital, Copenhagen, of 
54 patients with barbiturate poisoning. Recordings 
were repeated daily so long as the patients were un- 
conscious, and afterwards once weekly until no more 
abnormalities were noted. Patients who had taken any 
other drug or who had cardiovascular disease were not 
included in this series. In 15 patients no changes were 
observed in the electrocardiogram, although they had 
been unconscious for from 12 hours to 3 days: 4 in this 
group died. Slight abnormalities were found in the 
electrocardiograms of 6 patients: in this group 2 died. 
In 33 patients who had been unconscious for from 30 
hours to 5 days and who had taken from 1-7 to 11 g. of 
various barbiturates (an average of 3-7 g.) changes in the 
S-T segment, which was mostly depressed, were observed 
and T waves were often flattened. Changes were first 
noted within 24 hours in 12 patients and on the second 
day in 14 patients. In this group 9 died and 14 had 
pneumonia. Shock was present in 24 of the 33 patients, 
and poor oxygenation of the myocardium is therefore 
thought to be an important factor in causing electro- 
cardiographic changes, but direct effects on the myo- 
cardium cannot be excluded. E. Neumark 


146. Ferrous Sulphate Poisoning in Children 
1. O. B. SpENcER. British Medical Journal {Brit. med. J.} 
2, 1112-1117, Nov. 10, 1951. 14 refs. 


It has been recorded several times since 1947 that 
ferrous sulphate may produce dangerous or fatal poison- 
ing in young children. The tablets usually responsible 
contain ferrous sulphate, copper sulphate, and man- 
ganese sulphate, but it has been shown by Forbes that 
the copper and manganese salts play no part (Brit. med. J., 
1947, 1, 367). The author reports 8 further cases, 4 of 
which have been under his care-and ended in recovery. 
The remaining 4 cases were fatal. 

The author describes the clinical picture. The main 
symptoms are haematemesis, shock, drowsiness, restless- 
ness, and shallow, rapid breathing. Diarrhoea is un- 
common, which is surprising in view of the intense 


irritation of the stomach, but the escape of the small 
bowel from damage may be due to the fact that the 
alkaline intestinal juices convert the ferrous sulphate into 
insoluble iron compounds. An important feature em- 
phasized is the frequent occurrence of a misleading period 
of clinical improvement preceding collapse. At necropsy 
the stomach is found to be oedematous and congested, 
with haemorrhagic and necrotic areas in the mucosa. 
The liver may show degenerative changes varying from 
cloudy swelling to necrosis, but the liver changes are 
insufficient to account for death. Intravenous iron 
therapy in adults may produce symptoms similar to those 
observed in children suffering from ferrous sulphate 
poisoning, and the author suggests that death may be 
due to interference with cell function affecting the brain 
particularly. 

The following line of treatment is suggested: (1) in- 
duction of vomiting; (2) gastric lavage with sodium 
bicarbonate, leaving 10 oz. (285 ml.) in the stomach; 
(3) administration of bismuth carbonate, 3 gr. (0:2 g.) 
4-hourly; (4) intravenous fluids; and (5) administration 
of a mixture of vitamins containing aneurin hydro- 
chloride, nicotinamide, riboflavin, tocopherol, and 
methionine. The author feels that this contributed 
materially towards the recovery of his patients. 

Gilbert Forbes 


147. Neurotoxicity of the 8-Aminoquinolines—III. The 
Effects of Pentaquine, isoPentaquine, Primaquine, and 
Pamaquine on the Central Nervous System of the Rhesus 
Monkey 

1. G. Scumipt and L. H. Scumipt. Journal of Neuro- 
pathology and Experimental Neurology |J. Neuropath. exp. 
Neurol.] 10, 231-256, July, 1951. 21 figs., 8 refs. 


Working at the College of Medicine, University of 
Cincinnati, the authors have studied the effects on the 
central nervous system of the rhesus monkey of penta- 
quin, isopentaquin, primaquin, and pamaquin. In toxic 
doses these compounds produce similar significant lesions 
in the dorsal motor nucleus of the vagus nerve, the supra- 
optic and paraventricular nuclei, and in a small group of 
cells associated with Meynert’s commissure. The caudal 
four-fifths of the dorsal motor nucleus was more severely 
injured with fatal doses of pentaquin than with other 
drugs, and this was associated with postural hypotension 
during life. With higher, fatal, doses pentaquin and 
pamaquin caused severe and more extensive lesions in 
thesupraoptic and paraventricular nucleiand in Meynert’s 
commissure than did isopentaquin and primaquin. 
Pamaquin at all levels of intoxication consistently induced 
lesions of moderate severity in the abducens, trochlear, 
and lateral oculomotor nuclei which were rarely seen 
with the other drugs. Minor lesions in other areas, 
which included the hypoglossal nucleus and magno- 
cellular nucleus ruber, were seen with each of the 4 
drugs. Occasionally there was severe injury to the hypo- 
glossal nucleus in pentaquin and pamaquin intoxication. 
However, the authors do not think that significant 
neuronal injury would result from clinical use of these 
drugs in doses such as are employed in malaria therapy. 

I. Ansell 
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148. 
Cinefluorcgraphic Study 

R. F. RUSHMER and N. THAL. 
4, 219-228, Aug., 1951. 


The Mechanics of Ventricular Contraction. A 


Circulation [Circulation] 
6 figs., 7 refs. 


Work is reported in continuation of that of Rushmer 
and Crystal (Circulation, 1951, 4,- 211). Here the 
authors deal with linear and planimetric measurements 
made from tracings of the right and left ventricular 
cavities as outlined during cinefluorographic angio- 
cardiography. Planimetric measurements gave as ac- 
curate an interpretation of the form of the two ven- 
tricles as did casts of the chambers. The technique of 

. their mensuration is fully described. 

They made several deductions, finally concluding that 
_ the right ventricle is architecturally suited to great 
lability in stroke volume, if the outflow pressure remains 
low, but that it is correspondingly vulnerable to increased 
outflow pressures. The left ventricle is adapted for in- 
jection against a high outflow pressure. 

Sydney J. Hinds 


149. Modification of the Acute Radiation Syndrome— 
I. Alteration by Neomycin—Sulfathalidine Therapy 

E. J. Porn, F. J. Woitma, R. G. MArtIN, J. L. Smitn, 
and CHIN MIN HsIANG. Texas Reports on Biology and 


Medicine {Tex. Rep. Biol. Med.] 9, 645-651, 1951. 
7 refs. 


The response of patients suffering from what has been 
called ** acute radiation syndrome ” may be divided into 
4 phases: (1):an initial reaction about an hour after a 
lethal dose of ionizing radiation, when the patient vomits 
and there is generalized prostration; (2) a period of 
relative well-being, which may last from several days to 
several weeks; (3) a toxic period typified by fever, diar- 
rhoea, and loss of hair; and (4) death or prolonged 
convalescence. 

Experiments were carried out on 4 dogs, which were 
exposed to 400 r total body irradiation. Symptoms 
developed in all 4 animals and 3 died within 10 days. 
Another 4 dogs exposed to the same dose of radiation 
received 100 mg. neomycin (an antibiotic from Strepto- 
myces fradiae) and 600 mg. “ sulphathalidine *” per kg. 
body weight daily by stomach tube. In the 4 treated 
animals there was a marked absence of organisms from 
the stools, and the dogs were all alive at the end of 10 
days; 1 died on the 14th day, another on the 18th day, 
and the third on the 25th day; 1 survived. The life of 
these animals was apparently prolonged by this treatment, 
and the typical acute radiation syndrome did not develop 
in them. It would therefore seem that there is some 
relationship between the syndrome and the bacterial 
content of the intestinal tract. The intestinal tract, as a 
result of pathological changes due to radiation, may 
permit entry of pathogenic organisms into the blood 
stream, causing a fatal bacteriaemia. R. Wien 
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150. Results of Treatment with Massive Doses of X 
Rays in Cases of Cancer of the Hypopharynx (Pyriform 


Fossa and Epiglottis). (Les résultats de la radiothérapie 
a doses massives dans les cancers de l’hypopharynx (sinus 
piriforme et épiglotte) ) 

P. LEYMANN and B. PERLMUTTER. Annales d’Oto- 
Laryngologie [Ann. Oto—Laryng.} 68, 249-254, 1951. 


During the period 1945-9, 56 cases of carcinoma of the 
pyriform fossa and 43 of the epiglottis or upper part of 
the hypopharynx were treated with x rays. Of the 
former group of patients, 4 survived 4 years, and of the 
latter group, one. The chief feature of the technique 
was the “‘ desensitization’ of skin and normal tissues, 
enabling them to tolerate larger doses of x rays than usual 
with less reaction. Before each session the skin field 
was treated with an ointment containing 0-01% adrena- 
line and 1% “* stovaine ”’ (amylocaine). (Local applica- 
tion to the mucosae of aerosols containing the same 
active ingredients are now also made.) In this way, a 
degree of epidermitis normally produced by 1,800 to 
2,000 r of deep x rays given over 20 to 25 days is brought 
on only after 4,500 to 5,000 r has been given. Skin 
tolerance was found to be about two-thirds of normal in 
cases of reticulo-endothelial disease and malnutrition. 

The technical factors were: 200 kV; H.V.L., | mm. 
Cu. plus 2 mm. Al.; F.S.D., 50 cm.; 3 fields 12 x 12 cm., 
2 lateral, 1 posterior; 3,000 to 4,500 r delivered on the 
affected side, 3,000 r each to the other 2 fields; 350 to 
400 r daily. At first, field rotation was practised; this 
has now been replaced by completion of treatment on 
1 field at a time in 8 to 10 days. Dysphagia is notably 
decreased or abolished by this method, and healing is 
usually complete in 24 months. Late effects include 
skin atrophy and telangiectasia, and deep fibrosis; these 
are improved by infrared irradiation, which is now given 
prophylactically immediately healing has occurred. 
There may be dryness of the mucosa of the mouth, and 
ulceration closely simulating recurrence. Fracture of the 
mandible occurred in 2 cases as a result of late extraction 
of teeth. J. Walter 


151. Experiences in the Treatment of Skin Cancer with 
Ultrasoft Roentgen Rays, 1933-1936. [In English] 

E. Essenoy Acta Radiologica {Acta radiol., Stockh.] 36, 
17-27, July, 1951. 14 figs. 


Excellent results can be obtained in the treatment of 
superficial skin carcinomata by the use of inexpensive and 
time-saving ultra-soft x rays. The author reports, on 
208 cases thus treated at the Radium Centre at Aarhus, 
Denmark, during the years 1933-6. He advises the use 
of soft rays for lesions not more than 2 mm. in thick- 
ness. Great stress is laid on the importance of careful 
pre-irradiation technique, lesions being cleaned with 
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alcohol and biopsy performed without local analgesia. 
‘A lead cut-out was used in all cases, with a special flap 
for eye lesions. For lesions under 1 mm. in thickness a 
12-kV Bucky tube was: used, thus giving a 50% depth 
dose at 0-3 mm. Lesions up to 2 mm. in thickness were 
treated with a 26-kV tube with Lindemann window and 
an extra filter of 0-2 mm. aluminium. This gave a 50% 
depth dose at 1-6 mm. 

The author divides his cases into 2 groups. The first 
consisted of 34 cases which he claims were under-dosed, 
the dose ranging between 8,000 and 15,000 r; in 11 (30%) 
of this group the tumour was either recurrent or residual. 
The second group of 174 cases proved more successful, 
81 cases being given 20,000 r with the 12-kV tube (4 (5%) 
of the tumours recurring) and the remaining 93 being 
treated with 5,600 to 6,000 r at 26 kV, 2 (2%) recurring. 
The advantages claimed are: (1) high cure rate; (2) low 
cost: (3) saving of time; (4) excellent cosmetic results; 
(5) treatment may be repeated for recurrence if necessary. 

M. J. Garrett 


152. Results of Treatment of Skin Cancer with Ultra- 
soft Roentgen Rays Given in a Single Dose. [In English] 
E. MOsEKILDE. Acta Radiologica [Acta radiol., Stockh.] 
36, 28-34, July, 1951. 3 refs. 


The author has treated 603 carcinomata of the skin in 
556 patients with ultra-soft x rays during the period 
1937-42, at the Radium Centre, Aarhus, Denmark. He 
used a 26-kV tube with Lindemann window and 0-2 mm. 
aluminium extra filter, giving a 50% depth dose at 1-6 
mm. Of the 603 cases 582 (96-8%) had healed at first 
follow-up examination 2 months after treatment, and the 
calculated 5-year cure rate was 90-4%. However, in 
patients closely followed up and adequately treated for 
possible recurrence there was no recurrence at the 5-year 
period in approximately 97%. The chief causes of re- 
currence were: (1) treatment of too small an area; (2) 
large size of the original lesion; 33% of recurrences were 
in cases in which the maximum diameter of the lesion 
was greater than 5cm. There were no serious reactions, 
and only in 17 cases were there minor sequelae. 

M. J. Garrett 


153. The Treatment of Multiple Myelomata with Radio- 
active Phosphorus 

E. LINDGREN, I. BERGSTROM, and G. WIHMAN. Acta 
Radiologica [Acta radiol., Stockh.] 36, 49-62, July, 1951. 
6 figs., 14 refs. 


Referring briefly to the literature, the authors re- 
emphasize the fact that myelomatosis, even when 
appearing locally, is a diffuse disease of the bone 
marrow, as can be shown by marrow analyses from 
several areas, such as the sternum, ribs, or vertebrae. 
They refer to the uniformly poor response of myelo- 
matosis to nitrogen mustards and antimony. Stil- 
bamidine has been claimed to provide pain-relief and 
some qualitative changes in the myeloma cells, but no 
apparent influence upon the radiological changes in the 
skeleton. Urethane has been reported as giving probably 
the best clinical and haematological remission, but 
periods of observation are here considered to be too short. 


The toxic side-effects of these chemotherapeutic agents 
are criticized, and contrasted with the conspicuous 
absence of such effects when 32P is used, especially when 
given orally. Reference is made to contradictory reports 
in literature on the responsiveness of myeloma cases 
to x rays and to 32P, but success with their first attempt 
at therapy with 32P led the authors to undertake a special 
study of a further 4 cases here recorded in some detail. 

Radioactive phosphorus, as NazHPOx,, was given orally 
on an empty stomach in doses varying from 1-5 to 4:0 mc. 
dissolved in 10% glucose solution. Relief of pain is 
claimed in all 4 cases, as well as subjective improvement 
in lassitude to such a degree that one patient was able 
to return to quite heavy work. The bone-marrow showed 
a decrease in the number of myeloma cells, especially of 
the immature forms. This quantitative change was pre- 
ceded by qualitative changes in the form of bizarre 
irregular nucleoli and altered chromatin structure with 
vacuolation of the cytoplasm. No granulocytopenia, 
thrombocytopenia, or accentuation of anaemia was 
encountered. 

The authors admit that this is a small recently treated 
group of cases, but they consider the results of treatment 
encouraging enough to justify further dose/time in- 
vestigations. _ E. C. Easson 


154. Studies with Radioiodine. II. Treatment of 
Patients with Hyperthyroidism by I!3! 

E. R. Miter, M. E. DatLey, M. H. SoLey, N. DOREMAN, 
A. V. Hoimes, G. L. ALEXANDER, and G. E. SHELINE. 
Radiology (Radiology) 57, 227-233, Aug., 1951. 1 fig. 


This paper gives the results of treatment of 100 cases 
of hyperthyroidisim with radioactive iodine. The 
method of treatment is discussed; at present, a dose of 
radioactive iodine is given by mouth which will give 
6,000 roentgen equivalents (physical) to the thyroid. 
This involves a preliminary tracer study and an estimate 
of the weight of the thyroid gland. 

The results of treatment are presented in detail. In 89 
cases satisfactory remission was achieved, and hypo- 
thyroidism occurred in 10 patients. The place of 13!I 
among various methods available for the treatment of 
hyperthyroidism is discussed. H,,C. Warrington 


155. The Radiotherapy of Thyrotrophic Exophthalmos. 
(La roentgenterapia dell’esoftalmo tireotropico) 

F. Fossatt and F. Strvestrinit. Radiologia Medica 
[Radiol. med., Torino] 37, 609-621, Aug., 1951. 4 figs., 
bibliography. 

After briefly reviewing the nomenclature, clinical 
features, and experimental aspects of the various types 
of exophthalmos the authors describe in great detail the 
case histories, clinical course, and therapeutic response of 
4 males and 2 females suffering from thyrotrophic exoph- 
thalmos. This condition is said to»be characterized 
clinically by: (1) absence of upper eyelid retraction; 
(2) lack of the characteristic tragic gaze; (3) absence of 
pupillary dilatation; (4) increase in orbital contents 
(true proptosis); (5) oedema, conjunctivitis, chemosis, 
and, in the advanced case, corneal ulceration and optic 
atrophy; (6) shallowness of the subsupraciliary sulcus; 
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(7) ophthalmoplegia in some cases; (8) occasional uni- 
lateral exophthalmos; (9) its prevalence in adults; and 
(10) its predominance in the male. The exophthalmos is 
thought to be produced by an excess of thyrotrophic 
hormone secreted by the pituitary gland under the 
stimulus of overactive diencephalic and hypothalamic 
nuclei. X rays have for many years been known to be 
capable of exerting a depressive action on the function 
of these nuclei. In view of this and- because of the 
probable radiosensitivity of the hyperplastic soft retro- 
bulbar contents of the orbit, radiotherapy seemed, at 
least on theoretical grounds, to hold some promise of 
relieving the symptoms caused by this condition. 

The following technique was employed in treating all 
6 cases of thyrotrophic exophthalmos: bilateral orbito- 
temporal field and a frontal field 6 cm. x 8 cm. were used 
at 160 kV to give a surface dose of 150 r on alternate days 
up to a total dose per field of 900 r (in air). This course 
was repeated in some cases after a period of 1 to 3 months. 
Of the 6 patients with thyrotrophic exophthalmos sub- 
jected to irradiation of the orbito-diencephalo-pituitary 
regions symptoms were relieved markedly in 2. Marked 
improvement in 2 further cases was obtained, but the 
remaining 2 patients failed to respond. 

It is concluded that the prognosis seems less favourable 
in long-standing cases, probably owing to the greater 


difficulty in bringing about regression of the soft retro- - 


bulbar contents of the orbits once changes in these 
structures have been established for any length of time. 
Jan G. de Winter 


156. Osteitis Pubis and its Treatment by 
Irradiation 

T. Leucutta. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 66, 385-404, 
Sept., 1951. 4 figs., 43 refs. 


Roentgen 


Osteitis pubis, also called periostitis or osteochondritis 
pubis, is a self-limiting osteonecrosis of the non-sup- 
purative type, which begins at the symphysis and can 


extend back to the ischial tuberesities. It occurs chiefly 
as a post-operative complication in urological surgery. 
Differential diagnosis is important, and lies between a 
true osteomyelitis and metastatic malignant disease. 
Diagnosis is important because of the excellent response 
to x-ray therapy. From 1924 to June, 1950, 116 
cases were recorded in the literature, 83 of these being 
since 1947. The outstanding symptom is excruciating 
pain. This pain occurs with abrupt suddenness 3 to 8 
weeks after an otherwise successful urological operation, 
and spreads from the pubis to the thighs; any movement 
of the trunk produces violent spasms of the muscles, 
due to the pull of muscles attached to the diseased bone, 
the disability lasting many months. Slight swelling and 
tenderness are the main physical signs. 

Radiological appearances are negative in the pro- 
dromal stage. In the destructive stage changes can be 
seen on the medial aspects of the body of the pubis, 
extending medially and laterally. This is followed by 
decalcification; sequestrum formation does not occur. 
After 2 to 8 months recalcification sets in and is complete 
in 6 to 12 months. 


Two main points of distinction from a frank osteo- 
myelitis are the absence of fever and of sequestrum 
formation; these never occur in osteitis pubis. The 
prognosis is excellent, but full disability may last 3 to 6 
months, some incapacity lasting for 12 months. The 
2 main theories of its origin are: (1) that it is due to 
infection in a traumatized pubic bone; (2) that it is due 
to an aseptic necrosis of the bone. Treatment aims at 
alleviating the pain and shortening the course of the 
disease; x-ray therapy in conjunction with other 
measures achieves both of these. A dose of 75 to 1001, 
with 200 kV, 1 mm. Cu, 3 times a week, is recommended 
until the acute symptoms subside, and then at gradually 
spaced intervals thereafter until satisfactory alleviation 
is achieved. I. G. Williams 


157. Physical and Clinical Aspects of Supervoltage 
Rotational Therapy 

H. F. Hare, S. W. Lippincott, D. Sawyer, J. G. TRUMP, 
E. W. Wesster, K. A. WriGHT, W. W. Evans, and 
R. C. GRANKE. Radiology [Radiology] 57, 157-168, 
Aug., 1951. 9 figs., 6 refs. 


For general radiotherapy, radiations generated at 
2,000,000 to 5,000,000 volts are preferred on physical 
grounds. Considerations of cost, size, and complexity 
lead to the choice of 2,000,000-volt radiation, the best 
source of which is the van de Graaf generator. 

Rotation therapy of the head and neck may be carried 
out by rotating the patient, sitting or standing, about a 
vertical axis. The rotating stand carries a single steel 
vertical column to immobilize the patient, and has two 
independent horizontal traverses for aligning the patient. 
The alignment may be checked by radiography, using the 
actual therapy radiation. Such radiographs show good 
contrast between air passages and tissue, but that be- 
tween bone and soft tissue is less good. 

The combination of supervoltage and rotation therapy 
results in improved dose distribution. For example, in 
irradiation of the pituitary, the skin receives only 10% of 
the dose delivered to the tumour. The integral dose is 
reduced by the use of supervoltage radiation, but not by 
rotation per se. 

During the past 15 months 150 patients with malign- 
ant disease have been treated by this rotational therapy. 
The advantages of the method are: (1) there is less skin 
reaction (2) a uniform method of administering radia- 
tion is available: (3) large fields may be adequately 
treated; (4) radiation sickness is rare. 

The dose aimed at is 6,000 r in 4 to 7 weeks, according 
to the size of the tumour. Pituitary tumours have had 
4,000 r in 17 days, and thyroid tumours 4,800 r in 28 
days. immediate results are promising. M. C. Tod 


158. Nitrogen Mustard as an Adjunct to Radiation in 
the Management of Bronchogenic Cancer 

B. Roswit and G. KAPLAN. Radiology [Radiology] 57, 
384-394, Sept., 1951. 6 figs., 33 refs. 


The authors review the benefits and limitations of deep 
x-ray therapy of bronchogenic carcinoma and describe 
their use of nitrogen mustard treatment as an auxiliary. 
Since 1947 a total of 150 patients with inoperable car- 
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cinoma of the lung have been seen at the Veterans 
Administration Hospital in New York, and 40 of these 
were selected for nitrogen mustard therapy because of: 
(1) radio-resistance of the tumour; (2) severe radiation 
sickness; (3) exhaustion of skin portals: (4) intractable 
systemic symptoms; (5) acute mediastinal compression; 
or (6) the presence of advanced disease with generalized 
metastases. Methyl-bis-(8-chloroethyl)-amine hydro- 
chloride—** HN2 given intravenously in doses 
of 0-1 mg. per kg. of body weight once daily for 4 
consecutive days. The course was sometimes repeated 
once after 4 or more weeks. 

In 30 of the 40 cases there was remission lasting on an 
average 3 weeks. The anaplastic lesions gave the best 
response. No long remissions were recorded, but suf- 
fering was relieved and some patients were enabled to 
start x-ray treatment. E. Stanley Lee 
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159. Value of Soft-Tissue Technic in the Diagnosis and 
Treatment of Head and Neck Tumors 

G. H. FLeTcHer and K. E. Martzincer. Radiology 
[Radiology] 57, 305-329, Sept., 1951. 24 figs., 7 refs. 


The clinical examination of suspected cases of tumour 
of the nasopharynx, oropharynx, or laryngeal region 
frequently fails to provide evidence of the presence of a 
tumour, or of its.type and extent. The authors point 
out the value of radiographic examination in providing 
this evidence. 

The most useful view is given by a lateral soft-tissue 
film of the neck, employing teleradiography. This is 
supplemented by the use of opaque oil for delineating 
the nasopharynx, and barium for the oropharynx. Films 
are taken while the patient makes the Valsalva manceuvre 
and while phonating “‘ ah’. Considerable value is 
placed upon antero-posterior tomograms of the larynx, 
taken during slow expiration. These show clearly the 
extent of tumours of the vallecula, vestibule, false cords, 
true cords, and sub-glottic space. 

Radiography is helpful not only in the diagnosis of 
these tumours, but also in planning and mapping treat- 
ment fields and in the assessment of progress after 
treatment. Many cases are illustrated by accompanying 
diagrams and case histories. A. M. Rackow 


160. Cerebellopontine Angle Tumors: their Roentgen- 
ologic Manifestations 

P. J. Hopes, E. P. PENDERGRASS, and J. M. DENNIS. 
Radiology |Radiology\ 57, 395-406, Sept., 1951. 7 figs., 
6 refs. 


The authors review the radiological features of a series 
of 183 cases of proved cerebellopontine tumours; 134 of 
these were 8th-nerve tumours, the majority (93%) being 
acoustic neurinomata. The occipital antero-posterior 
view, in which both petrous apices can be seen and com- 
pared, is regarded as the most useful single view. The 
degrees of change in the petrous bone are divided into 
6 groups, ranging from those in which the bone is normal 
‘through increasing degrees of decalcification to those 
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showing total destruction of the apex. Failing direct 
evidence of change, pneumo-encephalography may reveal 
distortion of the aqueduct of Sylvius, or displacement of 
the third, or occasionally the fourth, ventricle. 

Meningiomata, of which 15 cases were radiographed, 
showed x-ray changes in one-third. These took the 
form of sclerosis of the petrous apex; in 1 case the 
dorsum sellae was sclerosed. This type of change was 
never seen in the acoustic tumours. — 

Gliomata were found in 16 patients, but the x-ray 
findings were not characteristic. Clinically it was ob- 
served that deafness was not a feature, but that other 
cranial nerves, notably the 2nd, were frequently involved. 
Radiographs of 6 out of 7 cases of cholesteatoma were 
available; 3 patients had erosion of the apex of the 
petrous bone, while 2 showed, in addition, evidence of 
increased intracranial pressure with distortion and de- 
calcification of the lesser wing of the sphenoid of the 
same side. A. M. Rackow 


161. Bronchography and the Minute Structure of the 
Lung. (Bronchographie und Lungenfeinstruktur) 

H. H. Weper. Fortschritte auf dem Gebiete der Réntgen- 
strahlen [Fortschr. Réntgenstr.| 75, 259-289, Sept., 1951. 
42 figs., 27 refs. . 


This work is a critical analysis of the bronchographic - 
findings in the peripheral zones of the lungs, particularly 
of the lobular, aciniform, and alveolar structures. The 
author has proved by means of carefully conducted 
experiments that it is impossible to demonstrate normal 
alveoli by means of such viscous media as iodized oils. 
Only aqueous solutions of salts of iodine or colloidal 
suspensions of thorium dioxide of low viscosity penetrate 
into the terminal acini and alveoli. Besides low viscosity 
the contrast media must also possess a low surface tension 
(high capillarity). 

The true alveolar image obtained by means of such 
media represents a conglomeration of superimposed 
alveoli. Bronchography by means of suitable contrast 
media of low toxicity should prove useful in the study of 
conditions such as asthma and emphysema. 

A. Orley 


162. Herniation of the Lung in the Cervical Region 
H. A. REINHART. Radiology [Radiology] 57, 204-213 
Aug., 1951. 7 figs., 4 refs. 


163. Roentgen Diagnosis of Intrathoracic Lymph-node 
Metastases in Carcinoma of the Lung 

J.J. McCort and L. L. Rossins. Radiology [Radiology] 
57, 339-359, Sept., 1951. 16 figs., 24 refs. 


The authors’ investigation was prompted by the 
importance of the recognition of involved lymph nodes | 
in the prognosis and treatment of bronchial carcinoma; 
237 cases of proved carcinoma of the lung, treated 
surgically during the years 1941 to 1950, were reviewed. 
Of the total, 151 showed involvement of regional nodes 
by carcinoma, and of these 103 were suitable for further 
review. Observations were made as to: (1) the relative 
frequency of involvement of a given chain of lymph nodes 
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in relation to the anatomical location of the primary 
tumour; and (2) the radiological appearance of these 
nodes when enlarged. 

The authors give an account of the anatomy and 
physiology of the lymphatic system draining the lungs. 
They classify the tumours studied according to the 
histology and situation of the primary growth. In their 
analysis they found numerous variations in the pathway 
of spread to lymph nodes, due to anastomoses and 
blockage by tumour cells. [The relation of the situation 
of the primary tumour to the group of nodes involved 
is complicated and would appear to be of academic 
rather than practical value.] 

X-ray technique should consist of : (1) fluoroscopy, 
to observe the dynamics of respiration, and a thin barium 
swallow to outline shape and position of oesophagus 
should be given; (2) a minimum of three films: ordinary 
postero-anterior, lateral, and a penetrated Bucky postero- 
anterior. High kilovoltage technique (125 kV) may 
permit the use of a single postero-anterior film. Tomo- 
graphy will reveal lymph nodes clearly, but is expensive 
and time-consuming and adds little extra information to 
that shown by a Bucky or grid film. lodized-oil broncho- 
graphy should be used with discretion because of possible 
complications. 

The radiographic appearances and their mode of pro- 
duction and interpretation are described and illustrated 
adequately by numerous cases with reproductions of 
radiographs Sydney J. Hinds 


164. The Detection of Unsuspected Heart Disease in 
Photofluorographic Chest Surveys 

A. SELZER, M. B. HARRISON, and G. T. DANILOFF. 
American Heart Journal [Amer. Heart J.| 42, 355-361, 
Sept., 1951. 1 fig., 3 refs. 


Minifilms (155,021), taken during a tuberculosis survey, 
were reviewed for the purpose of detecting previously 
unknown heart disease. In 1,356 (0°87%) abnormally 
appearing cardiac shadows were considered to be present. 
Fluoroscopic re-examination of 846 individuals with 
abnormally appearing shadows confirmed an abnormality 
in only 514 cases (60-7%). Thus fluoroscopy is of value 
in eliminating many false-positive minifilms, especially 
those due to technical difficulties. Clinical studies by 
various physicians of 193 of the patients with abnormal 
findings confirmed fluoroscopically revealed that 28 
(14-5%) had no evidence of heart disease. Evidence of 
clinical heart disease was found in 165 (85-5%); in 89 
(46-1%) of these heart disease was previously unknown. 

In a survey of 155,021 minifilms, only 89 cases (0-059°%) 
of previously unknown heart disease were discovered. 
The 89 cases of previously unknown heart disease dis- 
covered by the minifilm technique in routine chest 
surveys, although important in themselves, represent a 
disappointingly small yield for a survey of this magnitude. 
While this may be due to two important factors—(1) a 
conservative policy in an attempt to avoid precipitating 
cardiac neuroses, which can be a troublesome by-product 
of such a survey, and (2) lack of patient co-operation— 
we believe the procedure for detecting unknown heart 
disease as a by-product of a tuberculosis survey not of 


sufficient value to warrant its routine use. One of the 
chief objections of such films for a cardiac survey is the 
inaccuracy of the films in the estimation of heart size.— 


[Authors’ summary.] 


165. The Recumbent Esophagogram. An X-ray Method 
for Early Detection of Left Atrial Enlargement 

S. Scuorr, F. Dreyfuss, and A. Schwartz. Radiology 
[Radiology] 77, 208-213, Aug., 1951. 7 figs., 4 refs. 


The authors consider that as atrial filling produced 
by the venous return is increased with the patient in the 
recumbent position, and also as in this position the heart 
is brought closer to the oesophagus, enlargement of the 
left auricle would be most clearly demonstrated by radio- 
scopy with a barium swallow, in the recumbent right 
anterior oblique position rather than in the erect right 
anterior oblique position; their findings appear to sup- 
port this view. : 

Cases examined were divided into four groups: group 
A, those with normal heart; Group B, those with so- 
called ** mitral configuration ’’ without clinical evidence 
of mitral valvular disease; Group C, patients presenting 
definite clinical as well as x-ray findings indicative of 
mitral valvular disease: and Group D, patients presenting 
equivocal or only suggestive evidence of mitral valvular 
disease, clinically as well as radiographically. In Groups 
A and B the barium-filled oesophagus runs a straight 
course without any deviation from the right anterior 
oblique position, whether the patient be erect or recum- 
bent. In Group C, however, the oesophagus is deviated 
backwards more markedly in the recumbent than in the 
erect position. In Group P the barium-filled oesophagus 
either does not deviate at all in the right anterior oblique 
erect position or shows only a doubtful deviation. With 
the patient recumbent, however, the oesophagus is 
definitely displaced posteriorly. This finding precedes 
any other evidence of mitral disease. L. G. Blair 


166. Angiocardiography in the Localization of Foreign 
Bodies in the Heart 

E. M. Goyette and M. M. KeirRNs. American Heart 
Journal [Amer. Heart J.] 42, 362-369, Sept., 1951. 9 figs., 
5 refs. 


This paper is of the nature of a preliminary communi- 
cation, as it deals with only 4 cases, 2 of which are 
described in detail. In the 2 cases not detailed, angio- 
cardiography showed that the foreign bodies were out- 
side the heart and were not dangerously close to the 
great vessels. 

In the other 2 cases the foreign bodies were seen to lie 
within the heart; in the first case, following angiocardio- 
graphy, the conclusion was reached that the foreign body 
was embedded in the interventricular septum, and there- 
fore probably not removable. In the second case, the 
foreigh body was seen to lie within the right ventricular 
cavity, and was therefore considered to be removable. 
The authors suggest that contrast studies should be made 
a few days before the operation, as if some time elapses 
the foreign bodies may move and become lodged in a 
situation that would preclude operation. 

L. G. Blair 


d 

t 

I 

ti 

is 

- 
q 

T 

t! 

Cc 

p 

h 

h 

1 

b 

d 

J. 

P 

b 

st 

t 

tl 

p 

p 


RADIODIAGNOSIS 45 


167. Presacral Perirenal Pneumography 


_ J. BLackwoop. British Journal of Surgery (Brit. J. Surg.} 


39, 111-119, Sept., 1951. 18 figs., 7 refs. 


The author discusses the disadvantages of the lumbo- 
costal approach, especially the risk of embolism and the 
difficulty of obtaining a correct tissue plane; he claims 
that the presacral approach obviates these drawbacks. 
He has used the method successfully in 15 cases. His 
technique is a modification-of the method originated by 
Rivas in Spain, the air or gas being introduced into the 
loose areolar tissue in the presacral hollow instead of 
directly into the perirenal tissues as was the case in 
earlier methods. 

The evening before examination the patient receives a 
purgative, and 14 hours before examination a high enema 
is given. For the injection, a 20-ml. Luer—Lok syringe 
with a three-way stopcock is used. The skin 0-5 cm. 
anterior to the tip of the coccyx is infiltrated with 2 ml. 
of 1% procaine, a further 3 ml. being injected immediately 
deep to this. A lumbar puncture needle is then intro- 
duced through this area exactly in the midline, until its 
tip is located in the presacral hollow by a finger inserted 
into the rectum. The needle should be introduced in a 
slightly posterior direction; 400 ml. of air is injected 
on each side. 

A preliminary film of the abdomen is taken. After the 
air injection the patient walks about for 20 minutes, and 
another antero-posterior film is taken; 22 ml. diodone 
is then injected intravenously, and 15 minutes later 
antero-posterior and oblique films are taken. 

[Seven cases are described and illustrated, but the 
quality of the reproductions of the radiographs is not 
good enough to assess the full advantages of the method, 
since the outlines of the adrenals cannot be identified. 
The abstracter cannot share the author’s enthusiasm for 
this method in renal pathology, since in the majority of 
cases plain films and pyelography will give almost as 
much information; indeed the cases shown tend to 
confirm this. It is agreed, however, that its use in sus- 
pected cases of tumour of the adrenals may prove most 
useful, and it is unfortunate that the author had not yet 
had the opportunity of using it for this purpose. The 
lumbo-costal approach would seem to be a rather un- 
certain method of outlining the adrenal glands. 

Sydney J. Hinds 


168. Cholecystography during Acute Attacks of Gall- 
bladder Pain. (La cholécystographie en crise: intérét 
diagnostique et physiopathologique) 

J. Carott and E. Semaine des Hépitaux de 
Paris [Sem. Hép. Paris| 27, 2643-2648, Sept. 10-14, 
1951. 3 figs., 10 refs. . 


In some patients during cholecystography the gall- 
bladder concentrates the dye and there is no evidence of 
stone, but when a fatty meal is given the gall-bladder fails 
to contract. When this happens the patient should be 
told to return to the radiological department if he 
experiences an attack of pain later on in the day or in 
the evening. If this is done as a routine it is occasionally 
possible to obtain radiological confirmation that a rise of 
pressure in the gall-bladder can occur in the absence of 


stones and cause pain. Three illustrative case histories 
are given. In 1 case a woman aged 25 had one of her 
usual attacks of biliary pain 4 hours after the fatty meal. 
Further radiographs were taken and these showed that 
during the pain the gall-bladder shadow became round 
in shape, although there was no filling of the ducts. 
In this case a dyskinesia of the gall-bladder neck is 
postulated. The other 2 cases are less convincing. 

[The abstracter has seen a good example of this kind 
of case, where the patient was having attacks of colic 
every few minutes and during the pain the gall-bladder 
contracted. It is a pity that most radiological depart- 
ments are too overworked to be. able to investigate 
patients during attacks of obscure abdominal pain.] 

Denys Jennings 


169. Juvenile Rheumatoid Arthritis (Still’s Disease) 

J. H. Mrpptemiss. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.] 44, 805-816, Sept., 1951. 
20 figs., 18 refs. 


The author reviews the clinical features of this disease, 
emphasizing the systemic elements which may accompany 
the arthritis, such as pericarditis and enlargement of the 
spleen and the lymph nodes. The disease appears to be 
more virulent when it occurs in the earlier years of 
childhood. Occasionally a monarticular form is en- 
countered. The involvement of the cervical spine has 
been noted by the author and others. 

. Theories of aetiology are briefly dealt with. The 
morbid anatomy reveals a widespread disorder, granulo- 
matous formations being characteristically present in 
muscle and subcutaneous structures. The incidence of 
organic heart disease has been placed at between 25°% 
and 50%. Joint changes consist primarily of a prolifera- 
tion of the synovial membrane. . This grows over and 
into the cartilage, eroding the latter and eventually 
the subchondral bone. Resolution may occur at any 
stage, with fibrosis or ankylosis. 

Radiologically the earliest change is a porosis of the 
subchondral bone. The author describes a magnification 
technique which reveals the process of osteoporosis in 
this condition to be one of destruction or thinning of 
individual trabeculae. . 

Periostitis is not uncommonly seen as an early feature 


_ along the shaft of the bone associated with the affected 


joint. The joint space narrows as articular cartilage is 
destroyed. Changes in the bone structure are not 
reversible. Erosion of the joint surfaces may result in 
either subluxation or eventual bony ankylosis. 

The effect on bone growth may be: (1) precocious’ 
development of epiphysial centres; (2) premature fusion 
of epiphyses with stunting of growth; (3) deformities, 
which may be gross, resulting from disparate develop- 
ment in bones such as the radius and ulna; (4) tapering 
of the shaft of the bone ddjacent to the epiphyses. 
Involvement of the cervical spine may reach such a 
degree as to show radiological evidence of ankylosis of 
the intervertebral joints. A. M. Rackow 


See also Industrial Medicine, Abstract 132; Forensic 
Medicine and Toxicology, Abstract 143. 
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170. Calories—a Limiting Factor in the Growth of 
Children 

I. G. Macy and H. A. HunscHer. Journal of Nutrition 
[J. Nutrit.] 45, 189-199, Oct. 10, 1951. 3 figs., 11 refs. 


This is a preliminary report based upon details 
previously published by the authors in several studies 
on nutrition and chemical growth in childhood. The 
calorie intake was studied in relation to gain in weight, 
retention of nitrogen, and basal metabolism in 10 healthy 
children aged 4 to 9 years. For a preliminary period of 
3 months each child received an adequate diet, including 
1 quart (1-14 litres) of milk daily. For at least 2 weeks 
immediately preceding the investigation each child 
received a diet carefully planned to meet all known 
chemical requirements. The diets of all children were 
composed of the same common foods, and during the 
pre-investigation period fluctuations in appetite were 
provided for by allowing freedom of intake of pure 
carbohydrate so long as alli other food served was eaten. 
The dietary pattern for each child was continued, with 
certain modifications, during the succeeding 7 months, 
in which 45 consecutive 5-day balance studies were carried 
out. The energy intake was determined as heat of 
combustion in a calorimeter, and the physiological fuel 
value was calculated by subtracting the values for heat 
of combustion of the faeces and urine. 

The results soon demonstrated that for some of the 
subjects the voluntary intake of food was not providing 
enough calories for satisfactory weight gain, indicating 
that appetite alone, even with a good mixed diet allowing 
3 g. of protein per kg. of body weight, cannot be de- 
pended on. In such cases the initial dietary plan was 
modified by increasing the total energy intake while the 
percentage of total calories provided by protein remained 
constant at 14 to 16% of the physiological fuel value. 
When intake of calories was insufficient to permit proper 
gain in body weight a depression of nitrogen retention 
was usually observed; in one subject who was losing both 
nitrogen and weight during the initial period of the study 
an increase of calorie intake by 10 Calories per kg. of 
body weight was enough to bring about satisfactory 
weight gain and nitrogen retention; in some instances 
invisible growth, as evidenced by nitrogen retention, 
occurred coincidently with failure to accomplish satis- 
factory weight gain, or even witha loss of weight. Wide 
variation in the growth progress of the same child at 
different times and of different children at the same time 
was observed. } 

The physiological fuel values of the food intake for the 
10 children (and, for most of the children, the heat of 
combustion of the food intake) rarely exceeded twice the 
basal metabolism value per 24 hours. When the energy 
intakes were compared with the recommendations of the 
National Research Council (U.S.A.) it was noted that 
_ the average daily energy intake of the 10 children for 7 
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months ranged from 95 to 113% of the allowances 
recommended for the ages represented, and the average 
values per kg. of body weight ranged from 89 to 108% of 
the recommended amounts, indicating that existing 
** standards ’’ may not be depended on as criteria of 
adequacy for the individual dietary. 


Joseph Parness 


171. Incidence of Congenital Malformations and their 
Relation to Virus Infections during Pregnancy 

W. P. D. LoGan. British Medical Journal (Brit. med. J.] 
2, 641-645, Sept. 15, 1951. 26 refs. 


In this paper is reviewed what is already known about 
the incidence of congenital malformations and the effects 
which virus infections during pregnancy may have on it. 
Employing the figures of the Registrar-General for 
England and Wales, the author mentions that during the 
period 1931-48 the infant mortality rates from congenital 
malformations per 1,000 live births varied from 4-45 in 
1948 to the highest figure—6-36—in 1936, the generally 
lower incidence in more recent years being attributed, 
not to a diminution in incidence, but to the fact that 
more children born with malformations survived. The 
author also points out that the death rate was generally 
highest in the first 3 months of the year and that mortality 
in infancy and childhood was greatest from malforma- 
tions of the heart, but in adults from “ other stated 
malformations ” 

. The author reviews the work of others on the incidence 
of malformation, both fatal and non-fatal, from which 
it would appear that, according to six separate investiga- 
tions, 2:1%, 1:33%, 2-95%, 3-6%, and 1-:37% or 
2:23% of children born are aclieend in some way. 
With reference to the work of Swan (J. Obstet. Gynaec. 
Brit. Emp., 1949, 56, 341, 591), which indicated that the 
chances of a child being malformed when the mother 
had had rubella during pregnancy were not very far 
short of 100%, the author points out that retrospective 
inquiries of this type may be misleading. He therefore 
suggests that prospective inquiries may give more 
valuable information. A number of such inquiries 
carried out by other workers are quoted, but for various 
reasons are all regarded as unsatisfactory. Finally, the 
desiderata for such an inquiry are outlined. 

R. Hare 


172. Hypoproteinosis of Childhood 

H. D. Lyncw and W. D. Snivety. Journal of the 
American Medical Association [J. Amer. med. Ass.] 147, 
115-119, Sept. 8, 1951. 26 refs. 


Case reports of nine out of the authors’ many satin 
with a clinical diagnosis of minor protein deficiency are 
presented. There was a constant clinical picture of 
anorexia, hypochromic anaemia, frequent attacks of 
infection, gastro-intestinal upsets, and dental caries, with 
a background of dietary inadequacy. The children were 
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all taking highly refined carbohydrates, sufficient vita- 
mins, and often excessive quantities of milk, but very 
little solid food. Rapid improvement followed in every 
case when milk was denied and a diet containing liberal 
quantities of animal protein was supplied, along with 
advice about management. [No laboratory evidence of 
hypoproteinaemia is offered, but the clinical findings are 
certainly persuasive.] M. Baber 


173. Absorption of «-Tocopherol and Tocopheryl Esters 
by Premature and Full Term Infants and Children in 
Health and Disease 

L. J. Firer, S. W. Wricut, and M. D. MANNING. 
Pediatrics [Pediatrics] 8, 328-339, Sept., 1951. 2 figs., 
9 refs. 


174. Recurrent Abdominal Pains in Children 
R. M. KeitH and D. O’New.. Lancet [Lancet] 2, 278- 
282, Aug. 18, 1951. 19 refs. 


A consecutive series of 25 children between the ages 
of 3 and 16 years who attended an out-patient clinic 
with recurring abdominal pain as a presenting symptom 
were studied physically and psychiatrically; the majority 
were found to have no physical basis for their pain. The 
emotional upsets causing the attacks were anxiety, anger, 
and (in one child) grief. Of the children treated at some 
length on psychiatric lines 50% were relieved of their 
attacks. The authors stress the importance of con- 
sidering the emotional aspect when thorough physical 
examination has revealed no organic disorder. 

Wilfrid Gaisford 


175. Retroperitoneal Teratomas in Infancy and Child- 
hood 


E. E. ARNHEIM. Pediatrics [Pediatrics] 8, 309-327, Sept., 
1951. 13 figs., 36 refs. 


The histogenesis, pathologic and clinical features, 
diagnosis, and treatment of retroperitoneal teratomas in 
infancy and childhood, based upon a study of 44 cases, 
are reviewed. Two cases of benign retroperitoneal tera- 
tomas with recovery, and 1 case of malignant retro- 
peritoneal teratoma with subsequent death are presented. 

Retroperitoneal teratomas were usually noted in female 
infants under the age of 1 year as large, left-sided, 
abdominal tumours extending into the lumbar region, 
rarely causing symptoms, and revealing areas of ossifi- 
cation on roentgen examination. In this series 6-8% of 
the teratomas had undergone malignant changes, and 
29-5% of the tumours were not operated upon and were 
described at autopsy. 

Successful treatment of retroperitoneal teratomas was 
dependent upon early operation, careful operative tech- 
nique through a liberal transperitoneal incision, and 
adequate pre- and post-operative management. The 
operative mortality was 29%. 

The histologic features constituted an important factor 
in prognosis, 10 cases of benign retroperitoneal teratoma 
in infancy and childhood were well for periods of over 
| year after operation, and no cure of malignant retroperi- 
‘oneal teratoma has been reported in this age group.— 
[Author’s summary.] 
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176. The Treatment of Chronic Dysentery in Children. 
(Hexoroppie MaHHbie MeYeHHA XPOHHYECKOH WH3eHTE- 
PHU B YCNOBHAX) 

G. A. Nixitina. Bonpoce: [TeQuampuu {[Vop. Pediat.} 
19, 49-52, No. 4, 1951. 


According to the author chronic dysentery is common 
among children in the U.S.S.R. In this paper he des- 
cribes an investigation with various methods of treatment. 
All patients received a nourishing diet rich in vitamins, 
and during relapses sulphonamide treatment and haemo- 
therapy. A group of 20 children who received only this 
treatment served as a control. Another group, of 10 
children, were treated in addition by Zemskov’s method, 
consisting in the administration of liquid vaccine, liquid 
bacteriophage, and “ acidophilus milk’; and a further 
group, of 21 patients, with Filatov’s “* tissue therapy ”’, in 
which a 10% placental extract autoclaved at 120° C. for 
1 hour was given in a course of 30 injections. The 
efficacy of a particular treatment was judged by its 
influence on appetite, on gain in weight and height, and 
on the consistency of the stools. Patients were observed 
for 6 to 18 months. Filatov’s “tissue therapy ’’ was 
considered to give the best results. . 

[The kinds of sulphonamide used ‘and the age range of 
the patients are not given.] A. Swan 


177. The Relation between Spastic Bronchitis and 
Bronchial Asthma in Childhood. (Uber die Bezichungen 
der spastischen Bronchitis zum Asthma bronchiale im 
Kindesalter) 

F. Rascue. Zeitschrift fiir Kinderheilkunde [Z. Kinder- 
heilk.] 70, 136-141, 1951. 2 figs., 13 refs. 


Of 90 children who had been treated in hospital for 
spastic bronchitis and followed up for an average period 
of 14 years, only 16 developed asthma. None of 48 
children in whom the symptoms first occurred in infancy 
had subsequent attacks of asthma. A family history of 
asthma or other allergic manifestation did not appear to 
make the child more liable to develop asthma. Although 
an attack of spastic bronchitis may be indistinguishable 
from one of asthma, it is believed that the two are sepa- 
rate conditions and that to use the term “ asthmatic 
bronchitis ’’ for all such attacks is misleading. 

J. R. Bignall 


178. Chronic Acidosis in Infants due to Renal Tubular 
Deficiency: its Association with Metastatic Calcification. 
[In English] 

J. H.°Hutrcuison and A. M. MACDONALD. Acta 
Paediatrica {Acta paediatr., Stockh.| 40, 371-400, Sept., 
1951. 4 figs., 45 refs. 


The clinical features of chronic acidosis of renal 
origin in infancy are failure to thrive, dehydration, and 
anorexia with vomiting and constipation. The urine 
tends to be persistently alkaline, and there is a hyper- 
chloraemia with chronic acidosis and a normal titratable 
acidity-ammonia ratio in the urine; nephrocalcinosis 
may also occur. 

In the present paper, after a comprehensive review of 
the literature, reports of 4 infants affected with this 
syndrome are presented, in 3 of whom treatment with 
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alkali caused clinical and chemical improvement. In 
spite of the continuing acidosis the infants’ urine con- 
tained large amounts of bicarbonate. In one infant 
brownish skin pigmentation developed, but this dis- 
appeared under treatment. One died, and necropsy 
revealed widespread calcification of the lungs, coronary 
vessels, and endocardium; the kidneys were immature 
and the proximal convoluted tubules showed flattening of 
the epithelium, thickening of the basement membrane, 
and narrowing of the lumen; the glomeruli were seen 
to be normal. 

The authors conclude that the acidosis is due to a defect 
of the proximal tubules with resulting failure to conserve 
bicarbonate. Winston Turner 


179. Adrenal Cortical Carcinoma in Children 
R. A. Garrett. Journal of Urology {J. Urol.) 66, 477- 
485, Oct., 1951. 4 figs., 4 refs. 


The author reports 4 cases of adrenal cortical car- 
cinoma in children seen during a 26-year period in the 
' Riley Hospital for Children, Indianapolis. The syn- 
dromes encountered were of the customary variety and 
complexity. One boy, aged 2, had a history only of 
excessive gain in weight for a year. On admission to 
hospital, however, he was found to have multiple ulcers 
of the extremities and a tendency to bleed from the nose; 
an adrenal carcinoma was found at necropsy 14 days 
later. A girl aged 2 presented the features of Cushing’s 
syndrome without virilism and with a 17-ketosteroid 
excretion of less than 1 mg. in 24 hours. An adrenal 
tumour demonstrated by radiological examination was 
surgically removed; 2 years later the patient appeared 
normal in every respect. In contrast another girl, aged 
4, who had had an abdominal swelling for 18 months, 
showed marked virilism but no features of Cushing’s 
syndrome; the tumour was removed, but she died 36 
hours after operation. In the fourth case, in a boy of 12, 
there was evidence of both Cushing’s syndrome and 
sexual precocity. Radiological examination revealed 
a large abdominal tumour in which calcification had 
occurred. At operation hepatic metastases were found, 
and the patient died some 3 months later. 

H. McC. Giles 


180. Mixed Adrenal Disease of Infancy 
A. G. KNupson. Journal of Pediatrics [J. Pediat.| 39, 
408-423, Oct., 1951. 8 figs., 28 refs. 


The author reports 11 cases of mixed adrenal disease 
occurring in 8 families and seen at the Los Angeles 
Children’s Hospital during the past 8 years. The 
features of this syndrome are those of adrenal cortical 
insufficiency and excessive androgen production. Of the 
cases, 4 were in males, 2 of whom showed evidence of 
sexual precocity, and 7 were in female pseudoherma- 
phrodites. All were in infants of less than 3 months of 
age when first seen, and in all the presenting symptoms 
were vomiting and failure to gain weight from the age of 
a few weeks. Weakness and lethargy were prominent in 
4 cases, anorexia in 3, and diarrhoeain1. The character- 
istic biochemical findings were low serum chloride and 
bicarbonate levels; serum sodium level tended to be low 


and serum potassium level high, but neither was ever 
grossly abnormal. The 17-ketosteroid excretion, which 
was estimated in 5 cases, varied from 2°8 to 18 mg. in 
24 hours..- 

Five of the patients did not receive any specific treat- 
ment other than intravenous saline, and all of these died; 
the remaining 6 were given added salt, 2 to 6 g. daily, and 
deoxycortone acetate (DCA), 0-5 or 2 mg. daily. Five 
of the treated patients are alive and well, and in 2 it 
proved possible to stop treatment at 9 months and 21 
months of age respectively; the sixth, the only one to 
receive the smaller dose of 0-5 mg. of DCA daily, im- 
proved considerably at first, but at the age of 10 months 
suddenly refused salt, collapsed, and died within 24 hours. 
The presence of adrenal enlargement was confirmed at 
necropsy in all fatal cases; microscopically, the adrenals 
resembled those of a newborn infant, the zona reticularis 
being prominent and the glomerulosa narrow. 

In support of the view that the disease is due to in- 
heritance of a recessive gene the author submits a genetic 
study of his own cases and of 26 others collected from 
the literature. Of the siblings of these patients 15-8% 
were similarly affected. The expected incidence would 
be 15-3+-4-8% were the disease in fact due to a recessive 
gene, and this therefore seems likely to be the case. 

H. McC, Giles 


181. Convulsions in Childhood and their Relation to 
Epilepsy 

R. A. SHANKS. Glasgow Medical Journal [Glasg. med. J.} 
32, 257-267, Sept., 1951. 16 refs. 


The author discusses the significance of convulsions in 
childhood, which account for 6% to 10% of total medical 
admissions to the Royal Hospital for Sick Children, 
Yorkhill, Glasgow. After a short historical introduction 
he analyses the incidence of hypocalcaemic convulsions. 
Although the number of cases of tetany has declined 
along with the decline in rickets, the number of cases 
with convulsions, when 1922-6 is compared with 1942-6, 
remains fairly constant. It is suggested that all children 
can be classified as normal, or as either abnormally 
sensitive or unusually resistant to convulsion-producing 
stimuli, including both meningitis (fits in 50% of cases) 
and tetany (fits in 89-5%). There is no sharp line of 
definition or demarcation between the normal child who 
has a fit and the epileptic. 

The prognosis for recurrence is studied and the re- 
currence rate given as 12%. There is less likelihood of 
recurrence when the initial fit or fits occur in the first 24 
hours of a febrile illness. The benign initial convulsion 
occurs most commonly in the first year of life. True 
epilepsy may begin in childhood, in one-third of cases 
under the age of 10 years. The author states that 
**convulsions beget convulsions”’ and ‘“ uncontrolled 
convulsions lead in themselves to progressive mental 
impairment’. Phenobarbitone should be used early as 
a prophylactic. While the difference -between benign 
convulsions and epilepsy is one of quantity rather than 
quality, the latter term should be avoided if possible 
because of the emotional distress that it causes to parents 
and to older children. A, W. Franklin 
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_phenergan, and 44% by _ benadryl. 


182. The Prevention of Seasickness = Hyoscine, 
Benadryl, and Phenergan 

E. M. GLaser and G. R. HERVEY. [Lancet] 2, 
749-753, Oct. 27, 1951. 24 refs. 


Antihistamine compounds have béen widely used in 
the treatment of motion sickness, and strong claims 
have been made for “* dramamine ’’ (diphenhydramine- 
8-chlorotheophyllinate), but since 8-chlorotheophylline 
by itself appears to have no effect, that of diphenhydra- 
mine (‘ benadryl”) was studied. For this reason 
* phenergan ”’ (promethazine hydrochloride) was used in 
preference to “ avomine’’ (promethazine-8-chlorotheo- 
phyllinate). The doses of the drugs employed were: 
25 mg. phenergan, 25 mg. benadryl, or 1 mg. hyoscine, 
being the largest dose of each drug which would not 
cause side-effects in adult men. The 3 drugs and a 
placebo were issued in indistinguishable capsules the 
identity of which was kept secret from both investigators 
and subjects. 

On 68 men 4 tests were made 48 hours apart, and in 
each test equal numbers received each drug. The men 
were divided into 24 random groups, each receiving 
the drugs in one of the 24 possible sequences. This 
was designed to cancel out the effects of variation in 
sea conditions on different days. The rolling of the 
ship was always encountered 14 to 2 hours after the 
drugs were taken, and always ceased within another 2 
hours. Precautions were taken to see that each man 
swallowed the capsule and that he did not see the con- 
tainer from which it came. The men were distributed 
differently on each experimental day and, although in 
2 vessels, each ship included equal numbers of the 
recipients of each drug. The men were not allowed to 
do anything which might influence the experiment, and 
they were moved around so that no error might arise if 
the motion varied in different parts of the mess deck. 
The temperature in the mess decks was always about 
18°C. 

Sailors who had been trained in experimental methods 
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183. The Potential Danger of Oxygen Therapy in 
Severe Bronchial Asthma 

I. W. ScHitter, H. D. BEALE, W. FRANKLIN, F. C. 
LoweLL, and M. H. HALPERIN. Journal of Allergy [J. 
Allergy] 22, 423-428, Sept., 1951. 2 figs., 6 refs. 


In 2 patients with severe asthma and emphysema in 
whom the oxygen saturation was below normal and the 
arterial carbon dioxide tension much increased, in- 
discriminate use of oxygen led to full saturation and at 
the same time to a decrease in ventilation. Somnolence, 
delirium, or coma occurred, and the carbon dioxide 
tension was found to have further increased, in one case 
to 142 mm. Hg. It is suggested that in such tases the 
oxygen regulates the respiratory stimulus, whereas even 
very high concentrations of carbon dioxide remain with- 
out influence on the respiration. In such patients with 
respiratory acidosis breathing of oxygen may therefore 
increase the acidosis. If the oxygen was given through 
a demand valve an increase in acidosis still occurred, but 
was less marked. H. Herxheimer 


184. A Study of the Relations between Bronchial Asthma 
and Adrenal Cortex: Made with the Aid of Blood Pressure 
and Body Weight Measurements, and of Sodium Chloride 
Restriction and Exposure to Low Barometric Pressure 
Tests. [In English] 


K.A.J.JARVINEN. Acta Medica Scandinavica [Acta med. 
scand.] 140, 423-436, Oct. 18, 1951. 45 refs. 


The author has made a series of observations to 


. determine whether diminished cortical activity of the 


for over a year acted as additional observers and the ° 


exact time of vomiting was recorded. A questionary 
was filled in on disembarking, and these agreed with the 
observers’ findings. The ships’ motion was recorded by 
a Dobbie McInnes accelerometer. The results showed 
that 96°%% of those who would otherwise have vomited 
were protected from vomiting by hyoscine, 61% by 
If nausea and 
vomiting were considered together, hyoscine protected 
77%, phenergan 65%, and benadryl 30%. 

[This article should be consulted in full by those 
interested in the careful elimination of all incidental 
factors which may influence the results of an experiment. 
Details of accelerometer records and a discussion of the 
statistical significance of observations are included.] 

R. Hodgkinson 
M—E 


adrenal gland plays a part in the pathogenesis of 
bronchial asthma. The following investigations were 
carried out: (1) Estimation of blood pressure (in 528 
asthmatic patients). Up to the age of 40 the blood 
pressure was in the region of the average normal; above 
that age it was somewhat higher than normal. (2) De- 
termination of body weight (in 534 asthmatic patients), 
The average body weight was found to be slightly below 
the normal figure, especially for men, but the difference 
was regarded as too small to be significant. (3) Sodium 
chloride restriction tests (in 22 asthmatic patients). 
Salt intake was reduced, 8 patients being put on a 
salt-free regimen for 8 to 14 days and the remainder 
kept on a salt-poor diet for 10 to 95 days. This pro- 
cedure, which is likely to precipitate a crisis in patients 
with Addison’s disease, produced no symptoms typical 
of adrenal cortical insufficiency in the asthmatic patients; 
furthermore, it had no effect on theincidence of asthmatic 
attacks. (4) Exposure to low atmospheric pressure. 
This form of stress, which leads to greatly increased 
activity of the adrenal cortex in normal subjects, may 


* precipitate a crisis when adrenocortical function is 
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diminished. The effect of exposure to pressure corre- 
sponding to an altitude of 3,500 to 4,000 metres was 
associated with some symptomatic improvement in 
the asthmatic patients, in spite of the associated anox- 
aemia. 

The author concludes that none of these tests provides 
any evidence in favour of the theory that insufficiency of 
the adrenal cortex is present in asthmatic subjects. 
He also points out that whereas febrile infectious 
diseases such as pneumonia or typhoid fever produce 
severe symptoms of adrenal cortical insufficiency, they 
frequently lead to improvement in bronchial asthma 
occurring in patients with Addison’s disease. More- 
over, certain measures, such as artificial pyrexia, vaccine 
treatment, insulin shock and electric shock treatment, 
and ether anaesthesia, which may lead to improvement 
in asthma, would be dangerous in patients with Addison’s 
disease. The administration of a strong laxative followed 
by colonic lavage had no harmful effect in 14 cases of 
bronchial asthma, whereas in a patient with Addison’s 
disease it precipitated a severe crisis. The beneficial 
effects of such forms of stress in asthma may be due to 
an increased secretion of adrenaline. 

R. S. Bruce Pearson 


185. Pulmonary Function in a Group of Young Patients 
with Bronchial Asthma 

D.S. Lukas. Journal of Allergy (J. Allergy] 22, 411-422, 
Sept., 1951. 4 figs., 18 refs. 


The volume of the lung and its subdivisions, the 
maximum breathing capacity, oxygen consumption, 
carbon dioxide output, and arterial blood gas content 
were determined in 6 young patients with recurrent 
asthma before and after adrenaline. The ventilatory 
function was found to be decreased, the residual air 
increased, and intrapulmonary mixing defective, and 
there was some arterial anoxaemia.. The use of the 
estimation of maximum breathing capacity as a function 
test in bronchial asthma is suggested. 


[Such patients, with a long history of asthma since ° 


childhood, have usually continuous mild asthmatic ob- 
struction between their major attacks, and signs of 
emphysema as found in this study must therefore be 
expected. Estimation of the maximum breathing 
capacity is hardly likely to be a useful test in asthma, 
as hyperventilation is liable to increase the bronchial 
obstruction. 
observed an acute attack in his own tests, his recom- 
mendation as regards the maximum breathing capacity 
appears illogical.] H. Herxheimer 


186. Fractionation of Pollen Extracts by Chromato- 
graphy—I. Preliminary Studies with Ragweed Extract 

A. DANKNER, S. C. BUKANTZ, M. C. JOHNSON, and 
H. L. ALEXANDER. Journal of Allergy [J. Allergy] 22, 
437-449, Sept., 1951. 6 figs., 43 refs. 


Six different active components of ragweed pollen were 
isolated. Of these, 5 readily diffused through a Visking 
membrane, and 4 among them were demonstrated to be 
peptides; the fifth was a carbohydrate. The amino-acid 
composition of 3 peptides was investigated. The non- 


As the author recognizes this and has ~ 
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diffusible residue was thought to be a polypeptide or 
protein with relatively few free amino groups. Intra- 
dermal tests with whole extract and the various fractions 
gave negative reactions in 16 healthy control subjects. 
All of 17 ragweed-sensitive subjects gave a positive re- 
action to whole extract and to the non-diffusible residue, 
and 15 of them to one or more dialysate fractions. Con- 
firmation was obtainable by passive transfer tests. 
H. Herxheimer 


187. An Immediate Urticarial Reaction with Tricho- 
phytin. (A propos de la réaction urticarienne immédiate 
a la trichophytine) 

W. JADASSOHN and M. Suter. Acta Allergologica 
[Acta allerg., Kbh.] 4, 150-157. 1951. 15 refs. 


The authors obtained in a patient both an immediate 
and a delayed reaction to trichophytin. Anaphylactic 
and passive transfer experiments suggested that the 
reactions were produced by two different antigens. 

A. W. Frankland 


188. Value of Histamine Skin Tests 
Disease 

M. Haaaie. British Medical Journal (Brit. med. J.] 2, 
1057-1060, Nov. 3, 1951. 3 figs., 25 refs. 


According to Atkinson, patients suffering from 
Méniére’s disease may be divided into a histamine- 
sensitive and a histamine-insensitive group, depending 
upon the results of skin testing with histamine. He 
states that pseudopodia are an essential indicator of 
the histamine-sensitive group, yet it was found that the 
greater the number of injections of histamine made the 
more likely were pseudopodia to appear. Furthermore, 
with Atkinson’s method and certain modifications of it 
in 50 cases of Méniére’s disease and 50 control subjects, 
no significant difference was found in any | of 6 sites 
tested, nor was there any difference as between the 
patients with Méniére’s disease and the control subjects. 

A. W. Frankland 


in Méniére’s 


189. Chemical Determination of Histamine in Blood in 
Health and Disease 

P. F. pe Gara. Journal of Allergy [J. Allergy] 22, 429- 
433, Sept., 1951. 16 refs. . ' 


Histamine isolated from whole blood was analysed 
colorimetrically with the help of a diazonium reagent. 
The level in 18 healthy subjects was below 8 yg. per 
100 ml., whereas in a number of patients with acute or 
chronic rheumatism and in 9 of 17 allergic patients 
higher levels, usually between 8 and 17 yg. per 100 ml., 
were found. There was no correlation between the 
number of circulating eosinophils and the blood hista- 
mine content. H. Herxheimer 


190. Drug Allergy; Facts and Problems. 
telallergie. Tatsachen und Probleme) 

H. FiscHEer. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 81, 890-900, Sept. 22, 1951. 
Bibliography. 


See also Pathology, Abstract 48. 


(Arzneimit- 


191. Adult Form of Chronic Porphyria with Cutaneous 
Manifestations. Report of Seventeen Additional Cases 
L. A. BRUNSTING, H. L. Mason, and R. A. ALDRICH. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 146, 1207-1212, July 28, 1951. 16 refs. 


Changes in the skin have led to the discovery of chronic 
porphyria in 21 adult patients at the Mayo Clinic in the 
past 5 to 6 years. Of these. cases 4 have already been 
reported, and the present paper is based on a study of the 
other 17 cases, 13 of which were in men and 4 in women. 

A blistering eruption of the exposed skin, especially on 
the dorsa of both hands, is usually the first manifestation 
of the disease. This may be caused by heat and minor 
trauma and by exposure to light. The complexion 
assumes a dusky, bluish-red hue; the conjunctivae are 
injected and hypertrichosis may occur. There may be 
diffuse melanosis of the exposed skin and discrete pig- 


mented macules on the face, forearms, and hands. 


Impaired liver function is a common finding, and some 
damaging influence on the liver seems to be the common 
factor in provoking the manifest phase of chronic por- 
phyria. Of the 17 patients 12 admitted to taking alcohol 
for long periods. Two patients, both alcoholics, had 
syphilis and 3 had active diabetes. In 1 case arsenic had 
been taken for another skin complaint, and in 2 cases 
there was a history of the use of barbiturates. In a 
number of the cases more than | aetiological factor 
was suspected. 

There was wide variation in the appearance of the 
freshly voided urine. Some samples were pink or dis- 
tinctly red, but others were almost normal in colour, 
varying from light yellow to dark amber. In 3 cases in 
which 2 or more examinations were made for urinary 
porphyrins, uroporphyrin was absent on at least one 
occasion; this suggests that the excretion of uropor- 
phyrins in this type of case may be intermittent. Por- 
phobilinogen was found in the urine of 5 patients. 

The disease ran a favourable course if further liver 
damage could be prevented, as, for instance, by stopping 
the consumption of alcohol. K. Black 


192. A Study of the Sequelae of Malnutrition. (Eine 
Untersuchung iiber die Folgen der Unterernahrung, 
zugleich ein Beitrag zur Auswertung von Reihenunter- 
suchungen) 

E. Munpt and H. OpENTHAL. Arztliche Wochenschrift 
[4rtzl. Wschr.] 6, 918-925, Sept. 28, 1951. 14 refs. 


The official rations in the city and district of Bonn were 
at their lowest nutritive level (738 Calories daily on the 
a\crage) in the spring of 1947. Observations were made 
on 453 males and females aged between 15 and 55 years 
1 March to May, 1948, January, 1948, and again in 
©-\ober, 1949, 18 months after food had become 
aoundant. Body weights’ were 1°6 to 10°5% below 


Metabolic and Nutritional Disorders 


standard values (Joslin’s tables) for males and 2:2 to 
20-0% for females in 1947 and 1948. The decline in 
weight was, on the whole, greater in older than in 
younger persons. In October, 1949, the weights for 
males of all ages reached standard values or above, 
but the weights of the younger females were still below 
standard. The blood pressure was lower in the spring 
of 1947 than in October, 1949, in males and females, 
especially of the older age groups. Nutritional oedema 
was found in 9% of the sample investigated; it was more 
frequent in adult women (15-5°%%) than in adult men (8%), 
and amounted to only 3-9% in adolescents. Other signs 
and symptoms observed were: inflammation of the skin, 
paraesthesia, polyuria, decreased libido, irregular menses, . 
and lack of initiative. H. E. Magee 


193. Obesity and its Relation to Health and Disease 

D. B. ARMSTRONG, L. I. DUBLIN, G. M. WHEATLEY, and 
H. H. Marks. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 147, 1007-1014, Nov. 10, 
1951. Bibliography. 


194. Hypercholesteremia: an Analysis of 529 Cases 
and Treatment of 297 by a Low Animal Fat Diet and 
Desiccated Thyroid Substance 

W. W. PrippLe. Annals of Internal Medicine [Ann. 
intern. Med. 35, 836-847, Oct., 1951. 2 figs., 28 refs. 


195. Delayed Excretion of Water with Regular Noc- 
turnal Diuresis in Patients with Nontropical Sprue (Idio- 
pathic Steatorrhea) 


E. E. and B, H. ScriBNER. Gastroenterology 


[Gastroenterology] 19, 224-241, Oct., 1951. 8 figs., 13 
refs. 


This paper is based on comparative studies carried out 
in an attempt to determine the incidence of nocturnal 
diuresis among patients with non-tropical sprue and to 
elucidate its pathogenesis. The authors found that 
patients with non-tropical sprue, when studied under 
standard conditions of food and fluid intake, excrete at 
night more than 34 times the average volume of urine 
passed during the day. This nocturnal diuresis is 
believed to be caused by the excretion of a large quantity 
of water retained in the small intestine during an ab- 
normally prolonged period of digestion and released after 
complete absorption of food. This hypothesis is sup- 
ported by well-planned experiments, and the authors 
suggest that the retention of fluid in these cases is a com- 
pensatory phenomenon by means of which the food is 
kept diluted and its absorption thus facilitated. 

[This is an excellent paper and should be consulted by 
all gastroenterologists. The authors introduce a new 
indirect method of measuring the rate of intestinal ab- 
sorption. ] S. Karani 
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DIABETES MELLITUS 


196. Hepatic Glucose Output and Hepatic Insulin Sen- 
sitivity in Diabetes Mellitus 

A. G. BEARN, B. H. BILLING, and S. SHERLOCK. Lancet 
[Lancet] 2, 698-701, Oct. 20, 1951. 4 figs., 23 refs. 


In the experimental investigation of diabetes and 
carbohydrate metabolism in human beings, as well as in 
animals, the development of new techniques continues. 
The present authors have studied the function of the 
liver by tne difficult technique of catheterizing the hepatic 
vein and comparing its blood sugar content with the 
systemic blood sugar content and so assessing the output 
of sugar by the liver. 

Under basal conditions no difference is noted between 
the healthy subject and the diabetic. After a standard 
intravenous dose of insulin healthy subjects show a fairly 
constant fall in hepatic sugar output, but diabetics differ: 
the patient with mild diabetes and obesity, with no ketosis, 
and a histologically fatty liver, shows a smaller reduction 
in output than do healthy subjects; and the young patient 
with severe diabetes, with ketosis and no fatty liver 
change, a greater fall in output. The terms “ hepatic- 
insensitive and hepatic-sensitive to insulin are used 
for these two diabetic types. Some “ hepatic-sensitive ” 
patients have been found by this test of liver sugar 
output to be temporarily “ insensitive” during bouts of 
severe ketosis. 

[The authors’ work merits great praise, but nevertheless 
requires further confirmation.] R. D. Lawrence 


197. Amelioration of Diabetes and Striking Rarity of 
Acidosis in Patients with Kimmelstiel—-Wilson Lesions 

C. G. Zusrop, S. L. Eversove, and G. W. Dana. New 
England Journal of Medicine [New Engl. J. Med.} 245, 
518-525, Oct. 4, 1951. 22 refs. 


In this paper the causes of improvement in cases of 
diabetes are discussed. The authors studied, at the Johns 
Hopkins Hospital, Baltimore, the necropsy records of 
patients who died from diabetes with and without renal 
lesions over a period of 13 years. Reports of 5 cases 
are given—1l with arteriolo-nephrosclerosis and 4 with 
Kimmelstiel—Wilson lesions. For the latter diagnosis the 
authors adopted as the criterion the presence of a hyaline 
mass in the glomerulus. In 1 case of Kimmelstiel—-Wilson 
disease the diabetes improved, and this led the authors to 
study the severity of the disease in the other cases. This 
was judged by the insulin requirement, fasting blood sugar 
concentration, percentage weight loss, and incidence of 
acidosis andcoma. Readings were taken on 2 occasions; 
the first, taken at an early stage when the patient was 
free from gangrene and infection, was termed “ basal ”’, 
and the second was called “* preterminal”’. Patients with 
diabetes but without renal disease served as a control and 
were compared with those with Kimmelstiel-Wilson and 
other renal lesions; only severe cases of diabetes of at 
least 3 years’ duration were included. Tables are in- 
cluded which show only selected cases to prove that at 
least patients with Kimmelstiel-Wilson lesions usually 


_ require less insulin preterminally, and have less acidosis, 


than those in the other 2 groups. Other possible causes 
for this are excluded. 
Stress is laid on the absence of acidosis in this syn- 
drome and the possible use of this fact in diagnosis. 
R. St. J. Buxton 


198. The Use of Propylthiouracil in Hyperthyroidism 
and Diabetes. A Study of Forty-one Cases 

B. D. Bowen and A. R. LENZNER. New England Journal 
of Medicine [New Engl. J. Med.] 245, 628-633, Oct. 25, 
1951. 11 refs. : 


The authors have studied 41 cases of hyperthyroidism 
with diabetes in the Buffalo General Hospital. Their 
earlier studies revealed that adenomatous goitre was 
associated with diabetes 2 or 3 times more commonly 
than was primary thyrotoxicosis, but work at the Mayo 
Clinic failed to confirm this. A diagnostic trial of pro- 
pylthiouracil treatment was given in questionable cases 
of thyrotoxicosis. A large dose of the drug was ad- 
ministered for 3 to 6 weeks, and this was followed by a 
similar period without the drug. A fall to normal fol- 
lowed by a rise in basal metabolic rate was taken to 
indicate a thyrotoxic state; consideration was also given 
to the effect on the patient’s weight. 

The series included 5 men and 6 women aged 22 to 65 
years (average 48 years) with primary thyrotoxicosis, and 
4 men and 25 women with adenoma and 1 woman with 
Riedel’s struma; the ages of the patients in the second 
group ranged from 43 to 84 years (average 60 years). 
A family history of diabetes was obtained from 55% of 
the patients with primary thyrotoxicosis and 40% of 
those with adenoma. In the group with primary thyro- 
toxicosis 6 patients had diabetes first and 1 hyper- 
thyroidism, the remainder being uncertain on this point; 
whereas in the second group 11 had diabetes first, 2 
hyperthyroidism, and 15 were indefinite. In the 2 


’ groups the hyperthyroid state had been present, on the 


average, 2 and 2:8 years respectively. 

For the first few weeks 600 to 800 mg. daily of propyl- 
thiouracil was given, and later a maintenance dose of 
300 to 350 mg. daily was found suitable. Of the refrac- 
tory cases, 5 in the primary thyrotoxic group and 8 in the 
adenomatous group needed more than 400 mg. daily. 


No hyperthyroidism was noted, but 4 sensitivity reactions - 


occurred. In only one patient was there a significant 
alteration in the insulin requirement, in this case an 
increase. 

Experimental evidence is cited in support of the theory 
that metathyroid diabetes results from a latent pancreatic 
insufficiency, which the increased demands of hyper- 
thyroidism convert into frank diabetes. Of patients 
with adenoma in this series 71% had an increased sur- 
face area, and the authors consider that in an obese 
patient with a toxic adenoma an increased burden is 
thrown on the pancreas. A family history. of diabetes 
is a point in favour of this theory.. They claim that 
diabetes obscures the hyperthyroidism, making the 
diagnosis less easy, but that the response to antithyroid 
therapy is good. R. St. J. Buxton 


See also Pathology, Abstract 90. 
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Digestive 


199. Domestic Water and Dental Caries—VII. A Study 
of the Fluoride—Dental Caries Relationship in an Adult 
Population 

A. L. Russett and E. Etvove. Public Health Regorts 
[Pub. Hith Rep., Wash.] 66, 1389-1401, Oct. 26, 1951. 
5 figs., 14 refs. 


Objective lists of natives 20 to 44 years old, with 
verified histories of residence and water usage were 
prepared in Boulder, Colo., where the communal! water 
is virtually fluoride-free, and in Colorado Springs, Colo., 
where the communal water contains about 2-5 p.p.m. of 
fluorides. The cities are otherwise similar and the 2 
groups are comparable in race and occupation. Persons 
on the lists were given dental examinations with mouth 
mirror and explorer. The prevalence of fluorosis was 
uniform through the age range at Colorado Springs. No 
fluorosis was seen in natives of Boulder. Total rates 
for decayed, missing, or filled permanent teeth were about 
60% lower in Colorado Springs than in Boulder for each 


+ age group. The phenomenon of caries inhibition con- 


tinued undiminished through the age of 44 years. 
Boulder natives had lost 3 or 4 times as-many teeth from 


dental caries as had natives of Colorado Springs. The — 


observed caries-inhibitory effect was essentially similar 
in pattern and in magnitude to that seen in children 
native to fluoride areas.—[Authors’ summary.] 

of Recurrent 


200. Aureomycin in the Treatment 


Aphthous Stomatitis. (Aureomycinbehandling af reci- © 


diverede orale aphter) 
O. Gott.iies. Ugeskrift for Leger (Ugeskr. Leg.) 113, 
5 figs., 39 refs. 


A series of 14 patients, all of whom had suffered 
for many years from attacks of aphthous stomatitis 
recurring at least once a month, were treated with local 
applications of aureomycin, either as lozenges (25 mg., 
4 to 8 lozenges a day), or as a mouthwash (concentration 
0-25%, used for about 5 minutes 8 to 10 times a day). 
Solitary ulcers reacted favourably. In some cases there 
was reddening of the mucous membrane with a burning 
sensation; this was more common after treatment with 
lozenges. A trial of systemic aureomycin treatment may 
seem indicated, but the expense hds prevented this so far. 

W. G. Harding 


201. Esophageal Sensitivity to Mecholyl in Cardiospasm 
P. KRAMER and F. J. INGELFINGER. Gastroenterology 
[Gastroenterology] 19, 242-253, Oct., 1951. 6 figs. 


The authors have previously reported that “* mecholyl ” 
(acetyl-8-methylcholine chloride) causes a _lumen- 
obliterating contraction of the oesophagus in patients 
with cardiospasm. They have now made further ob- 
servations in which oesophageal tone, wave pattern, and 
propulsion were studied by the responses of an air-filled 
balloon passed into the oesophagus. Radiological 
examination, with barium swallow, was also made. 
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In normal subjects the previous findings were confirmed. 
The wave pattern was regular in 9 people and irregular 
in 9. Mecholyl usually caused a moderate increase in 
tone and phasic activity. 

In patients with cardiospasm there are reduced tone, 
absent propulsion, and usually irregular wave activity. 
As. before, in all 11 cases mecholyl caused a severe 
contraction often accompanied by severe substernal 
distress. The optimum dose was 6 mg. of mecholyl, 
intramuscularly. Radiological examination clearly 
showed the contraction. 

o similar effect was observed in 3 patients with 
dysphagia caused by oesophageal spasm; in 5 patients 
with obstructive lesions of the lower oesophagus, the 
drug caused only a moderate increase in tone and con- 
traction. Four patients with scleroderma of the oeso- 
phagus were studied. Before administration of the drug 
they showed low oesophageal tone and phasic activity 
with diminished propulsion; mecholyl caused only a 
negligible increase in tone and wave pattern. 

The characteristic oesophageal response of patients 
with cardiospasm to this drug is suggested as the basis of 
a diagnostic test. Cardiospasm is regarded as a neuro- 
muscular dysfunction with a tapered narrowing of the 
lower oesophagus, abnormal peristaltic activity, impaired 
propulsion, and decreased tone and hypersensitivity to 
parasympathetic agents of the lower third or two-thirds 
of the oesophagus. 

(In the discussion which followed the reading of this 
paper, one speaker suggested that it was not necessary, 
as the authors had done, to invoke Cannon’s law of the 
response of denervated tissues to explain the disorder 
and hypersensitive response to mecholyl, but that rather 
an increased parasympathetic activity would explain the 
findings.) “Derek R. Wood 


202. Clinical Evaluation of the Caffeine Gastric Analy- 
sis in Duodenal Ulcer Patients 

J. L. A. Rotu. Gastroenterology [Gastroenterology] 19, 
199-215, Oct., 1951. 5 figs., 16 refs. 


Preliminary studies by the author and his colleagues 
(J. Amer. med. Ass., 1944, 126, 814) suggested that there 
was a qualitative difference in the gastric secretory 
response to caffeine among duodenal ulcer patients when 
compared with a control group of asymptomatic subjects. 
The present paper deals with a further study undertaken 
to appraise the frequency with which this qualitative 
difference might be encountered and, if possible, to 
establish a suitable quantitative criterion for a definition 
of the “* sustained free acid response ’’ to caffeine. 

Fractional gastric analysis with the caffeine test meal 
was performed on 344 individuals. The author clearly 
describes the method of test and analysis [but it is 
difficult to explain the results in an abstract, as such 
terms as “* terminal free acid concentration ’’ and “ sus- 
tained increase in concentration ’’, used by him, need 
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full explanation]. The author also discusses the 
action of caffeine on gastric secretion, and believes that, 
with certain reservations, the caffeine gastric analysis 
may assist in making the diagnosis of duodenal ulcer in 
difficult cases—for example, when, in a patient with either 
a characteristic history or upper gastro-intestinal bleed- 
ing, radiographs fail to demonstrate the lesion in the 
oesophagus, stomach, or duodenum. S. Karani 


203. The Prognosis of Portal Hypertension ‘ 
P. C. ReEYNELL. Lancet [Lancet] 2, 383-385, Sept. 1, 
1951. 1 fig., 6 refs. 


In order to assess the value of portacaval anastomoses 
it is essential to know the mortality from portal hyper- 
tension. Death is usually due to haemorrhage from 
venous collaterals, haematemesis from oesophageal 
varices being the most common. 

A group of 26 patients with proven oesophageal varices 
admitted to the Radcliffe Infirmary, Oxford, because of 
haematemesis has been studied. Signs of liver damage, 
such as hepatomegaly or abnormal liver function tests, 
were present in 14, and all but 1 of these patients had 
died within 5 years. The greater the degree of cirrhosis 
the more severe the bleeding is likely to be. In contrast, 
only 1 of the 12 patients in whom no liver dysfunction 
was apparent had died in a follow-up period averaging 
about 6 years. The prognosis of portal hypertension 
appears to depend on liver function, and if this is good, 
conservative treatment is justified and compares favour- 
ably with treatment by portacaval anastomosis. But 
when liver damage is present the prognosis is bad, and 
operation is unlikely to help. K. Gurling 


204. Transient Disturbances of Consciousness in Hepatic 
Cirrhosis 

A. G. W. WuitFigLD and W. M. Arnott. British 
Medical Journal (Brit. med. J.] 2, 1054-1056, Nov. 3, 
1951. 10 refs. 


Transient attacks of unconsciousness are described in 
3 cases of hepatic cirrhosis, in which the disease was 
confirmed at necropsy in 2, and by needle biopsy in 
a third. Examination of the central nervous system 
showed no abnormal findings either on admission or 
during attacks in 2 of the patients (aged 48 and 66), but 
the third, aged 20, was restless with jerky movements of 
' the arms and legs, ** which exhibited clasp-knife rigidity ”’. 
[Though there were no Kayser—Fleischer rings, this last 
case was otherwise somewhat suggestive of Kinnier 
Wilson’s disease.] There were no consistent or striking 
changes detected by metabolic studies made before and 
during attacks of unconsciousness. [There is no mention 
of oliguria with the attacks, but one patient complained 
of thirst.] Ascites and oedema were present when the 
attacks occurred, though always with a normal level of 
serum sodium. [Jaundice was present in the first case, 
but no definite mention is made in the others.] ; 

In all cases there were abnormalities of liver func- 
tion, some macrocytic anaemia, a history of diarrhoea, 
and an abnormal electroencephalogram during the at- 
tacks, with reversion to a normal pattern upon recovery 
of consciousness in the third case. The abnormal 


electroencephalogram patterns were considered non- 
specific, and the result of coma. 

Necropsy was performed in 2 cases; death occurring 
16 and 4 months respectively after the first attack of 
unconsciousness. The first case showed haemorrhage 
from the left middle cerebral artery, which was considered 
terminal [but there is no microscopical description]. The 
brain in the second case showed a “* depressed scar on the 
upper surface of the left cerebral hemisphere in the region 
of the post-Rolandic gyrus *’, but microscopical examina- 
tion of various parts of the brain showed nothing that 
could be considered abnormal for a patient aged 66. 
The third patient was discharged after correction of the 
anaemia by transfusion, and suffered no subsequent 
attacks. 

[There is no mention of amino-aciduria, and no par- 
ticular treatment is considered necessary for the attacks.]} 

J. David DeJong 


205. The Role of Resins in the Treatment of Water 
Retention associated with Cirrhosis of the Liver 

R. H. Moser, B. D. RoseNAK, R. D. Pickett, and C. 
FiscH. Gastroenterology [Gastroenterology] 19, 336-343, 
Oct., 1951. 1 fig., 9 refs. 


The authors, who subscribe to the theory that sodium - 
retention may be one of the factors in the aetiology of the 
disturbed water balance in cirrhosis of liver, studied the 
effects of sodium-removing resins in 8 patients suffering 
from this disease. Clinical and laboratory details of 
these cases are well tabulated, and the authors were able 
to control ascites and/or oedema in all. They therefore, 
while emphasizing the part played by the kidneys in 
electrolyte metabolism, believe that, if cautiously used, 
the sodium-removing resins have a definite place in the 
treatment of cirrhosis of liver. S. Karani 


206. Familial Fatty Degeneration of the Liver with 
Galactosaemia. (Familiaire !eververvetting met galac- 
tosaemie) 

P. K. De Haas. Maandschrift voor Kindergeneeskunde 
[Maandschr. Kindergeneesk.| 19, 304-309, Oct., 1951. 


A number of cases of liver damage with galactosaemia, 
wherein dramatic recovery occurred on a lactose-free 
diet, are here reported, and galactose, for which 
tolerance is particularly low in the presence of liver 
disease, is regarded as the responsible toxic agent. 

In one family 8 successive infants died soon after birth. 
The first 2 children of the family were apparently un- 
affected; the following 5 developed icterus about the 
second day of life and died within a few days or weeks. 
The last 3 children, apparently normal at birth, developed 
icterus, liver enlargement, and haemorrhagic tendencies, 
and showed galactosuria and galactosaemia. A galac- 
tose-free diet was not tried. Death occurred on the 
11th, 30th, and 7th days respectively. Post-mortem 
examination showed extreme fatty degeneration of the 
liver with, in one case, connective-tissue formation. 
There was no evidence of blood-group antagonisms. 
In the maternal grandfather’s family, after 2 normal 
children, 6 were known to have died soon after birth. 

R. Crawford 


Cardiovascular Disorders 


207. Syncope due to Cough in Cardiovascular Disease. 
(Sincopes tusivos en enfermedades cardiovasculares) 

F. VeGA Diaz and J. Rives Bay. Revista Espanola de 
Cardiologia {Rev. esp. Cardiol.] 5, 109-138 and 217-260, 
March-April and May-June, 1951. 15 figs., biblio- 
graphy. 

A detailed description is given of 11 personal observa- 
tions of attacks of syncope resulting from cough. The 
following types of underlying mechanism: are distin- 
guished: (1) cough acting as increased effort in certain 
pathological conditions such as aortic stenosis and 
coronary insufficiency; (2) increase in intrathoracic pres- 
sure producing a reduction in cardiac minute volume in 
conditions such as orthostatic hypotension or paroxysmal 
ventricular tachycardia; (3) cough resulting in cerebral 


-anoxemia in conditions associated with cyanosis; (4) 


by reflex action, as through the carotid sinus; (5) hypo- 
capnia resulting from secondary hyperventilation; and 
(6) precipitation of epileptic attacks in predisposed 
subjects. The cardiovascular conditions which may give 
rise to attacks of syncope are listed in tabular form and 
the literature having a bearing on the various mechanisms 
by which cough may produce syncope is reviewed. An 
extensive bibliography is appended. A. Schott 


208. Resting Blood Flow and Blood Pressure in Limbs 
with Arterial Obstruction 

O. G. EpHoitm, S. HowartuH, and E. P. SHARPEY- 
SCHAFER. Clinical Science [Clin. Sci.] 10, 361-369, Aug., 
1951. 4 figs., 9 refs. 


The resting blood flow and local blood pressure were 
measured in limbs with arterial obstruction, and the 
results compared with those from the contralateral 
normal, or less affected, limb. It was found that the 
cuff and oscillometric methods of measuring the blood 
pressure were unsatisfactory, but that tolerable results 
could be obtained from intra-arterial measurements using 
acapacitance manometer. The blood flow was measured 
by means of a plethysmograph. Of 19 cases, 14 had 
normal or increased blood flow and a slight reduction of 
blood pressure in the affected limb, and 5 had reduced 
flow with a reduced blood pressure. H. E. Holling 


HEART 


209. Effects of Employment on the Course of Heart 
Disease 

THE Work CLASSIFICATION UNIT, ADULT CARDIAC 
Cuinic, BELLEVUE HospitaL, NEw York. Archives of 
Industrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg. occup. Med.) 3, 367-374, April, 1951. 6refs. 


The authors point out that very few industrial medical . 


departments in the U.S.A. maintain detailed occupational 
histories of employees which can be correlated with their 


medical histories in the study of cardiac disease, and even 
fewer use standard diagnostic criteria and nomenclature. 
This paper is based upon the clinical records of, and 
personal interviews with, 580 patients attending the 
cardiac clinics at the Bellevue and Lenox Hill Hospitals, 
New York, during 1949. The patients included males 
and females in about equal numbers, many representa- 
tives of all age groups, and cases of all types and degrees 
of heart disease. The known duration of the heart 
disease was less than 5 years in just under one-half, and 
more than 10 years in about one-third. Since its onset 
work of one kind or another had been performed by 81%; 
none by 19%. Of those who had worked only 5%, most 
of whom were under 19 years of age, repeatedly changed 
their occupation. The most frequent occupations were 
those of housewife, unskilled labourer, and “ white- 
collared ” worker, in that order. The patient’s functional 
and therapeutic status remained the same in 54%, de- 
teriorated in 27%, and improved in 19% of cases during 
the period of observation. Advancing age coupled with’ 
increasing duration of the heart disease did not always 
result in progressive diminution in cardiac function: this 
finding is probably explained by the fact that only those 
who survived until 1949 and who also continued to 
attend the clinics were studied. [It is difficult to under- 
stand why the authors did not investigate the number of 
deaths and defections amongst the patients attending the 
clinics over the whole period covered by the group 
studied. For without this basic information the figures 
given lose much of their value.] -Approximately two- 
thirds of those in whom ordinary physical activity caused 
no more than slight discomfort, and two-thirds of those 
under 35 years of age, remained in full-time unlimited 
employment for the entire known period of the heart 
disease. 

With a view to stimulating further research into the 
effects of occupation on the course of heart disease, the 
authors suggest that information concerning the patient’s 
work and his cardiac condition in relation to it should be 
contained in clinic records. I. H. Milner 


210. Effect of Isuprel (isoPropylepinephrine) on Cir- 
culation of Normal Man 


J. KAUFMAN, A. IGLAUER, and G. K. HERWITZ. American 
Journal of Medicine [Amer. J. med.] 11, 442-447, Oct., 
1951. 4 figs., 9 refs. 


It has been suggested that “ isuprel”’ (isopropylad- 
renaline) may be more effective than adrenaline in the . 
treatment of bronchial asthma, and since it may be 
employed in patients with cardiac disease ballistocardio- 
graphic studies of its effect on the cardiac output have 
been made and are reported in the present paper. The 
method was first tested with “ paredrine”’ and adren- 
aline, both pressor drugs, to show that a change in car- 
diac output is not dependent on a rise in blood pressure, 
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since paredrine does not alter the output. Isuprel, 
when given sublingually (15 mg.) or subcutaneously (0-06 
to 0-006 mg.), caused a rise in cardiac output of 10% or 
more (within 6 minutes by the latter route), an increase 
in pulse rate and blood pressure, but no change in oxygen 
consumption in the majority of the subjects tested. No 
significant changes were recorded with a 1 in 200 solu- 
tion as an aerosol, but possibily this strength is too weak. 
The authors yonclude that isuprel should be used 
cautiously, especially by subcutaneous injection, in 
patients with heart disease. A. Paton 


211. Catheterization of the Coronary Venous Sinus in 
Man. (Il cateterismo del seno venoso coronarico 
nell’uomo) 

A. Actis-Dato and P. F. ANGELINO. Minerva Medica 


[Minerva med., Torino] 42, 674-680, Oct. 31,1951. 3 figs., 
33 refs. 


The coronary sinus is a venous channel about 3 cm. in 
length which opens into the right auricle between the 
opening of the inferior vena cava and the auriculo- 
ventricular orifice. Its aperture, 12 mm. in diameter, is 
bounded laterally by the valve of the inferior vena cava, 
and is provided with a small valve’ which closes during 
contraction of the auricle; either of these valves may be 
rudimentary. 

Catheterization of the coronary venous sinus is tech- 
nically very difficult and in fact probably occurs only 
fortuitously. The authors describe 4 cases. In each 
the oxygen content in the sinus was substantially lower 
than that in the systemic veins—a feature which, taken 
together with a pressure lower than that in the ventricle 
and a radiograph showing the tip pointing upwards and 
to the left towards the conus, is considered proof of the 
position of the catheter. In a normal subject the level 
of oxygen was about half that in the systemic veins, the 
coefficient of utilization being 3 times that of the general 
circulation; in a patient with low-output failure the 
coronary venous oxygen was greatly reduced, while 
more oxygen was used by the myocardium and by the 
tissues. There was very little oxygen in the venous blood 
of a patient with pernicious anaemia, and the arterio- 
venous oxygen difference was low, though oxygen utiliza- 
tion was maintained at the expense of an increase in 
coronary blood flow. Figures for the remaining patient, 
with Fallot’s tetralogy, were within normal limits, and 
subsequent necropsy showed that the left ventricle was 
not enlarged—a fact which supports the view that the 
coronary venous sinus drains blood chiefly from this 
ventricle. A. Paton 


212. Evaluation of Anticoagulant Therapy in Con- 
gestive Heart Failure 

D. C. Levinson and G. C. GrirritH. Circulation 
[Circulation] 4, 416-419, Sept., 1951. 6 refs. 


For the study described in this paper, 300 patients with 
congestive heart failure were selected, those with left 
heart failure alone, acute or recent myocardial infarction, 


renal disease, diabetes, and other complicating diseases. 


being excluded. The patients selected for observation 
were placed in one of three groups: the first, or control, 


group did not receive anticoagulant treatment; the 
second group received dicoumarol, the prothrombin 
time being maintained at from 10% to 30%; the third 
group received ‘* depo-heparin sodium ” in such a dose 
as to keep the coagulation time between 30 and 60 
minutes (usually 200 mg. every 20 hours). Anticoagulant 
treatment was continued until heart failure was relieved 
and the patient was ambulant and about to leave hospital. 
There were 100 patients in each group, and the age dis- 
tribution and the type of heart disease were comparable 
in the three groups. The number of deaths in each 
group was as follows (the figures in parentheses denote 
the number of patients in whom death was due to a 
thrombo-embolic complication): controls, 18 (8); di- 
coumarol-treated, 7 (1): depo-heparin-treated, 9 (2). 
It seems, therefore, that treatment with anticoagulants 
considerably reduced the deaths due to thrombo-embolic 
complications. 

In this series patients with rheumatic heart disease 
appeared to be particularly benefited. There were 9 
instances of bleeding in the patients receiving anti- 
coagulants, and in all but one the attacks were mild and 
transient. The one serious case was due to cerebral 
haemorrhage, but there was no definite evidence that this 
was due to the depo-heparin given. Arthur Willcox 


213. Morbus Coeruleus and its Surgical Treatment 
M. CampsBeLt. Lancet [Lancet] 2, 647-653, Oct. 13, 
1951. 9 figs., 22 refs. 


Central cyanosis is seen best in the conjunctivae, on 
the tongue, and inside the lips, and is due almost always 
to a right-to-left shunt. This entails a raised pressure in 
the right side of the heart, and the most common cause 
of this is pulmonary stenosis. 

The following points have been found important in the 
selection of cases of Fallot’s tetralogy for operation: 
central cyanosis from birth or early infancy; a history 
of squatting; «absence of much cardiac enlargement; a 
diminished pulmonary second sound; small pulmonary 
arteries and diminished density of the lung fields on 
radioscopy; right ventricular preponderance in the 
electrocardiogram. In doubtful cases cardiac catheter- 
ization will show the grade of pulmonary sterosis through 
the fall in pressure as the catheter passes into the pul- 
monary artery; it may also indicate whether the stenosis 
is valvular or infundibular. Angiocardiograms show 
clearly a right-to-left shunt either through an auricular 
septal defect or a ventricular septal defect with an over- 
riding aorta. They may indicate that the stenosis is 
infundibular and not at the pulmonary valve, but they do 
not help in estimating the degree of stenosis. 

Operations consist in a subclavian—pulmonary anasto- 
mosis (Blalock) or a pulmonary valvulotomy (Brock). 
The best age for operation is between 5 and 15 years. 
The results oftanastomosis in 110 cases were: good, 73; 
fair, 17; deaths, 11. Valvulotomy must be done when 
there is a valvular stenosis with a closed ventricular 
septum, and is an alternative to an anastomosis when the 
valvular stenosis is part of a Fallot’s tetralogy. The 
results in 54 cases have been: good, 33; fair, 8; deaths, 
11; and the mortality has been steadily declining. Re- 
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section of the infundibulum has also been undertaken in 
patients in whom stenosis was severe and the aorta less 
overriding, as suggested by little cyanosis but much dis- 
ability. The results in 16 cases have been: good, 8; 
fair, 2; deaths, 5. Of the whole series the result of 
operation was classified as nil in 12 cases. 

(This article contains much more information on the 
various problems involved than can be put into an 
abstract, and should be read in full by those interested in 
the subject.] C. W. C. Bain 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


214. Procaine Amide (Pronestyl) in the Treatment of 
Cardiac Arrhythmias 

J. M. KINSMAN, W. R. HANSEN, and R. L. MCCLENDON. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 222, 365-374, Oct., 1951. 8 figs., 4 refs. 


Procaine amide (‘ pronestyl’’) was injected intra- 
venously at a rate of 100 mg. a minute and in a total 
dose of not more than 1 g. in 6 minutes to patients with 
various types of cardiac arrhythmia. Altogether 41 
patients were treated. 

In 22 patients with auricular fibrillation no effect was 
produced with the maximum dose, but in 2 cases of 
paroxysmal auricular fibrillation this reverted to sinus 
rhythm after injections of 300 mg. and 550 mg. respec- 
tively. There was no response to treatment in 2 patients 
with auricular flutter. In 2 of 4 patients with ventricular' 
tachycardia the tachycardia stopped promptly; and ven- 
tricular extrasystoles were abolished in 12 of 14 patients, 


although they almost invariably returned in minutes, 


‘hours, or days. Subjective toxic effects were few and 
slight, but the peripheral blood pressure was always 
lowered, as was also the pulmonary blood pressure. The 
cardiac output was decreased and the circulation time 


increased, and there was a prolongation of intraven- - 


tricular conduction time. 

In view of the toxic effects it is recommended that 
intravenous procaine amide should be used only for 
patients with paroxysmal arrhythmia in immediate danger 
of death or when other measures have failed, or for 
patients under anaesthesia. C. Bruce Perry 


215. Quinidine Treatment of Auricular Fibrillation 

M. J. GOLDMAN. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 222, 382-391, Oct., 1951. 
1 fig., 6 refs. 


At the Veterans Administration Hospital, Oakland, 
California, 80 patients with auricular fibrillation were 
treated with quinidine. All but 2 of them were males 
and their ages ranged from 28 to 88 years. Auricular 
fibrillation had been present from a few days to 30 years. 
In 44 of the patients the heart disease was degenerative 
(arteriosclerotic and hypertensive), in 25 rheumatic, and 
in 4 thyrotoxic, and in 7 it was due to various causes. 
Before treatment 22 embolic phenomena were recognized 
among the 80 patients. The majority of the patients had 
congestive failure on admission to hospital, which was 
treated by usual measures. Quinidine was given in an 


initial dose of 0-2 g. to test for sensitivity. Following 
this the usual dose was 0-2 g. 4 times a day, increasing, if 
the rhythm had not reverted to normal after 3 days, to 
0-4 g. and then 0-6, 0-8, 1-0, and 1-2 g. 4 times daily at 
3-day intervals. Only rarely was a total daily dose of 
6 g. exceeded. When the rhythm returned to normal a 
maintenance dose of about half that necessary to abolish 
the auricular fibrillation was prescribed indefinitely. 

In all 44 of the ** degenerative ** cases, in 13 of the 25 
rheumatic cases, in all 4 thyrotoxic cases, and in 6 of the 
unclassified cases the heart beat was restored to normal 
rhythm. As the majority of the patients were in con- 
gestive failure they received digitalis at the same time as 
quinidine. In 52 of the 80 cases auricular flutter was 
observed during treatment. In 10 cases congestive 
failure was improved following the return to normal 
rhythm. Three patients showed evidence of emboli 
during treatment. Toxic effects noted were: nausea, 
vomiting, diarrhoea, dizziness, and tinnitus; these could 
often be controlled by phenobarbitone and codeine. 

The author considers that a fall in blood pressure and 
the development of ventricular extrasystoles or pro- 
longation of QRS should be regarded as evidence of 
overdosage of quinidine; the drug should be stopped at 
once, but can be given again in a smaller dose. He 
suggests that quinidine might with advantage be used 
more frequently in all types of cases of auricular fibril- 
lation. C. Bruce Perry 


216. Use of Pronestyl in the Treatment of Ectopic 
Rhythms. Treatment of Ninety-eight Episodes in Seventy- 
eight Patients 

K. Berry, E. L. Garett, S. BELLET, and W. I. GEFTER. 
American Journal of Medicine [Amer. J. med.] 11, 431- 
441, Oct., 1951. 5 figs., 42 refs. 


Procaine is known to have a quinidine-like effect on 
the heart, but in practice is rapidly hydrolysed, is in- 
effective by mouth, and may cause convulsions. Pro- 
cain amide (‘* pronestyl ’’), having an NH linkage, is not 
acted upon by procaine esterase and is therefore relatively 


stable and is active by mouth. Like quinidine it de- 


presses the myocardium, and it may have an added anti- 
vagal effect. 

In the present study of 78 cases of arrhythmia 
pronestyl has been given intravenously in doses of 200 
mg. per minute up to a total of 1 g., and by mouth in 
doses of 0-5 to 1 g. 4-hourly. The results show quite 
clearly that the drug will restore normal rhythm in the 
majority of patients with ventricular tachycardia, ven- 
tricular premature contractions, and paroxysmal auricular 
and nodal tachycardias; it acts with remarkable rapidity 
when given intravenously, though maintenance doses do 
not always prevent a recurrence. In auricular flutter and 
fibrillation it is nearly always unsuccessful, and in the 
former may be dangerous by increasing the ventricular 
rate. 

Toxicity is not marked. A fall in blood pressure 
occurs, especially with intravenous use, and seems most 
severe in those patients with advanced myocardial or 
hypertensive disease. The occurrence of nausea and 
vomiting and of urticaria is not an indication for stopping 
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treatment. Psychotic episodes are reported in 3 patients, 
all of whom had active infections at the time. Electro- 
cardiographic control is desirable, the changes in the 
electrocardiogram being similar to those produced by 
quinidine; considerable widening of the QRS complex 
is an indication for stopping pronestyl. A. Paton 


217. Retrograde Conduction in a Case of Complete 
Auriculo-ventricular Block. (Conduccion retrograda en 
un caso de bloqueo auriculo-ventricular completo) 

_F. Ductos. Revista Espatiola de Cardiologia [Rev. esp. 
Cardiol.) 5, 22-37, Jan.—Feb., 1951. 9 figs. 


The author reports a case of retrograde conduction in 
complete auriculo-ventricular block. A convincing 
electrocardiogram is reproduced. A. Schott 


CHRONIC VALVULAR DISEASE 


218. Modifying Effects of Interatrial Septal Defect on 
the Cardiodynamics of Mitral Stenosis 

D. F. OppyKeE and G. A. BRECHER. American Journal of 
Physiology [Amer. J. Physiol.| 164, 573-582, March, 1951. 
3 figs., 11 refs. 


The clinical impression that patients with congenital 
interauricular septal defect tolerate mitral stenosis better 
than do patients with anatomically normal hearts led to 
the work described in this paper. The observations were 
made in acute experiments on dogs. Mitral stenosis was 
produced by passing a balloon, which could be distended 
or collapsed, into the auriculo-ventricular orifice. Pres- 


sure records were taken by cannulation from the left 
auricle, the right auricle, and the aorta with varying 


degrees of stenosis. An interauricular septal defect was 
then made with the finger and the records were repeated. 

Without the defect, mitral stenosis resulted in a 
decrease in systolic and diastolic aortic pressure, marked 


increase in left auricular pressure, and little change in - 


right auricular pressure. In the presence of an inter- 
auricular septal defect mitral stenosis resulted in the same 
changes, left auricular pressure in some cases increasing 
more than in the absence of the defect. Right auricular 
pressure increased only slightly. 

The authors suggest that further light might be thrown 
on this problem by the development of a technique for 
producing chronic mitral stenosis. R. P. Foggie 


219. Involvement of the Tricuspid Valve in Mitral 
Stenosis. (L’atteinte de la valvule tricuspide au cours 
du rétrécissement mitral) 

P. Y. Bouvrain, J. Dt MATTEO. Archives des 
Maladies du Ceur et des Vaisseaux [Arch. Mal. Ceur] 
44, 687-711, Aug., 1951. 5 figs., 28 refs. 


An investigation was conducted into the incidence of 
tricuspid disease in 70 patients who had died from mitral 
stenosis; the cause of death was verified post mortem. 
There were 7 cases of tricuspid stenosis, 9 cases of tri- 
cuspid valvular involvement without stenosis, and 4 
with deformities of the chordae tendineae and papillary 
muscles but with normal valves. In 6 further cases a 
diagnosis of functional tricuspid incompetence was made. 


1951, 41, 1). 


The -signs of tricuspid incompetence are discussed in 
some detail. Absence of orthopnoea, marked cyanosis, 
and the radiological appearance of a very large heart with 
relatively clear lung fields are characteristic findings. 
Systolic expansion of the liver is considered the most 
reliable sign, and is best elicited by bimanual palpation 
of the right side of the abdomen. Graphic recordings of 
the liver pulse were made with electrokymography and 
radio-electrokymography. Recordings of systolic expan- 
sion of the right auricle were also made with the latter 
technique. If the liver pulse disappears, the tricuspid 
incompetence is probably functional and not organic. 
Keith Ball 


220. A Haemodynamic Study of Mitral Stenosis. 
(Etude hémodynamique de rétrécissement mitral) 

P. Souuiz, J. Cartotti, J. R. Sicot, and F. Jory. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris| 27, 
2627-2642, Sept. 10-14, 1951. 7 figs., bibliography. 


Cardiac catheterization was carried out on 36 patients 
with mitral stenosis, 25 of them having sinus rhythm. 
In the majority of cases the pulmonary arterial pressure 
was increased, and in 23 the cardiac output was reduced. 
No correlation existed between the degrees of mitral 
stenosis and of reduction in cardiac output. The 
pulmonary arterial pressure was raised in all cases in 
which the calculated mitral surface fell below 2 sq. cm. 
as determined by the formula of Gorlin (Amer. Heart J., 
The pulmonary arteriolar resistance and 
total pulmonary resistance were increased in most cases. 
On effort, the mean pulmonary arterial and capillary 
pressures rose, while arteriolar and total resistance fell. 

The authors distinguish two types of case. In the first,. 
usually in patients over 30, the pressure gradient between 
pulmonary artery and pulmonary capillaries is steep, 
pulmonary arteriolar resistance being high and the pul- 
monary vascular bed not being used to its maximum 
capacity. In the second type the pulmonary capillary 
pressure approaches that in the pulmonary artery, 
arteriolar resistance being raised little, if at all, and 
utilization of the pulmonary vascular bed being deter- 
mined directly by the degree of mitral stenosis present. 
These (younger) patients are therefore more liable to 
develop pulmonary oedema, although in its absence the 
lung fields are clear and the right ventricle little enlarged. 
In patients of this type a rise in pulmonary arterial pres- 
sure was consistently found on effort, and this was 
thought to be due directly to the mitral stenosis. 

In 8 patients who were studied after commissurotomy 
it was found, i month after operation, that the right 
auricular, right ventricular, and pulmonary arterial and 
capillary pressures remained elevated both at rest and on 
effort, but 9 months later considerable reduction had 
occurred. The pulmonary resistance at rest, however, 
had increased 1 month after operation, though on effort 
it fell to a greater degree than before the operation, and 
it was still slightly raised after 9 months. These findings 
are attributed to delay in readaptation of the pulmonary 
arteriolar system to the new conditions obtaining after 
the sudden removal of the mitral obstruction. 

Leon Cudkowicz 
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221. The Treatment of Euthyroid Cardiac Patients with 
Intractable Angina Pectoris and Congestive Failure with 
Radioactive Iodine 

A. S. FREEDBERG, H. L. BLUMGART, G. S. KURLAND, and 
D. L. CHamMovitz. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.] 10, 1270-1281, Oct., 1951. 1 fig., 
38 refs. 


Previous reports have indicated the benefits ‘that 
euthyroid patients with heart disease receive when their 
basal metabolism is reduced by thiouracil or thyroidec- 
tomy. The disadvantages of either procedure are, how- 
ever, too serious for it to be ordinarily practicable. But 
thyroid destruction by radioactive iodine might satis- 
factorily lower the metabolic rate to a level at which the 
diminished circulation -could more adequately supply 
the reduced bodily needs. 

Hypothyroidism was induced in 23 patients by giving 
26 to 176 pc. of radioactive iodine in 1 or more doses, 
and these cases have been studied for 6 to 22 months 
since. The severity and course of the heart condition 
had in all cases been studied for months or years, and 
in all there was a poor prognosis. Angina pectoris was 
lessened or abolished in 11 of 17 patients who had suf- 
fered for 1 to 10 years. The improvement was par- 
ticularly striking in 7 patients, 4 of whom were able to 
resume work after many years’ incapacity. Of the other 
patients 2 relapsed after 6 to 9 months, and the remaining 
4 were improved only while their metabolic rate was at 
a myxoedematous level, reverting to the pre-treatment 
condition when dried thyroid was given. The improve- 
ment in 6 cases of congestive heart failure was striking 
in 3 (1 returned to work) and worth while in 1; in the 
other 2 it was only temporary. Peter C. Williams 


222. Prothrombin Time Determinations on Patients with 
Myocardial Infarction 


R. S. OverMAN and I. S. WriGut. Journal of the 


American Medical Association [J. Amer. med. Ass.| 147, 
227-229, Sept. 15, 1951. 18 refs. 


Since thrombo-embolic complications are common in 
patients with myocardial infarction the authors have 
compared the prothrombin times of patients with myo- 
cardial infarction and of normal subjects. Obviously a 
demonstrably increased tendency towards clotting of the 
blood would justify the use of anticoagulants in treat- 
ment, yet observations by various workers of the pro- 
thrombin time, heparin retardation (Waugh and Ruddick), 
and heparin tolerance (de Takats) in this condition have 
given conflicting results. 

The authors studied the prothrombin time in 17 
patients with myocardial infarction (339 determinations) 
and 25 normal subjects (813 determinations), using the 
Link-Shapiro modification of Quick’s one-stage method 
on diluted (12:5%) plasma. (The findings on whole 
(undiluted) plasma are to be reported in a subsequent 
communication.) A decrease in prothrombin time, 
statistically highly significant, was found in the patients 
with myocardial infarction. 


[This does not uncover the basic abnormality because 
the shortening of the prothrombin time is the result of 
the summation of various factors; but it does underline 
the fact that thrombo-embolic episodes coexist with this 
decrease in prothrombin time.] John Anderson 


223. Anticoagulants in the Treatment of Coronary 
Thrombosis. [In English] 

C. HOoLten. Acta Medica Scandinavica [Acta med. 
scand.] 140, 340-348, 1951. 2 figs., 5 refs. 


In this paper are reported 482 cases of acute coronary 
occlusion treated in Denmark between June, 1948, and 
June, 1950. Patients admitted on even dates were given 
heparin for 24 hours and dicoumarol for 3 weeks; those 
admitted on odd dates were given no anticoagulant treat- 
ment. The 52 patients who died within the first 24 hours - 
after admission were not taken into consideration. Of 
the remaining 430 patients 174 had anticoagulant treat- 
ment and 39 (22-5%) died; of the 256 who did not have 
anticoagulant treatment 92 (36%) died. The difference 
between the mortality rates of the two groups was 
greatest in the age group 60-69 years, death occurring in 
17% of the treated and 43% of the untreated patients. 
Between the 2nd and 9th days after admission 11-5% of 
the treated and 19-5% of the untreated patients died. 
This significant difference suggests that the effect of 
anticoagulant treatment does not solely consist of a 
reduction in incidence of thrombo-embolic complications, 
since these are known to occur about a week or more 
after the occlusion. Their incidence was, however, 
greatly reduced by treatment (4% against 14%), and 
when they did occur they seemed to be less severe in the 
treated patients. 

In patients who had suffered from previous attacks of 
coronary occlusion anticoagulant therapy seemed to 
have a favourable influence on the prognosis, which is 
generally regarded as much worse in these cases. In the 
present series the death rates were respectively 20% and 
47% in the treated and untreated groups. 

T. Semple 


224. Correlation of Electrocardiographic and Patho-— 
logic Findings in Ring-like Sub-endocardial Infarction of 
the Left Ventricle : 

G. B. Myers, C. H. Sears, and T. HiRATZKA. American 

Journal of the Medical Sciences [Amer. J. med. Sci.) 222, 


417-426, Oct., 1951. 5 figs., 19 refs. 


The electrocardiograms of 15 patients with confluent 
ring-like subendocardial infarction of the free wall of 
the left ventricle and left side of the septum have been 
analysed at Wayne University College of Medicine, 
Detreit, in the light of the necropsy findings. In 8 
cases abnormalities of the QR complex were noted in | 
tracings from unipolar leads facing the left ventricle and 
were considered diagnostic of subendocardial infarction 
of the free wall: a Q wave lasting 0-03 second or longer, 
of an amplitude more than 25% of that of R; and 
notching of the R wave. In 3 of these cases and 1 other 
additional infarction of the left side of the septum was 
shown by an abnormal initial Q wave in right precordial 
leads, indicating initial negativity of the right ventricular 


in 
th 
St 
yn 
of : 
id 
n- 
er 
id 
is. 
Y. 
7, 
its 
re 
d. 
al 
he 
in 
n. 
id 
ry 
en 
P, 
il- 
m 
nd 
it. 
to 
he 
d. 
>S- 
as 
ny 
ht 
nd 
on 
ad 
eT, 
rt 
nd 
igs 
ry 
ter 


60 


cavity from early activation of the septum from right to 
left. One of these patients showed also a prominent late 
R wave from leads over the right ventricle. Incomplete 
left bundle-branch block, compatible with, but not 
diagnostic of, septal infarction, was diagnosed in 5 cases 
from the presence of an initial Q wave in right ventricylar 
leads, absence of q wave in left ventricular leads, and 
sometimes slurring of the upstroke of the R wave from 
leads over the left ventricle. Changes in the RS-T 
segment and T wave were analysed in the 7 cases in the 
series in which digitalis had not been given. In all these 
the Q-T interval was prolonged. Upward displacement 
of the S-T segment in aVR was found in 3 cases, and 
S-T-segment depression, with either diphasic or in- 
verted T wave, occurred in 5 cases. jThese changes were 
taken as evidence of the acute subendocardial infarction 
found at necropsy. One patient had a normal QRS 
pattern. The authors noted a greater tendency to suffer 
severe circulatory collapse in the patients with subendo- 
_ cardial diffuse infarction than in those with acute 
localized infarction. J. F. Goodwin - 


225. The Prognostic Value of the Hypoxemia Test. 
[In English] 

G. BiércK and T. DALHAMN. Cardiologia (Cardiologia, 
Basel\ 17, 366-373, 1950. 6 refs. 


A review of the hypoxaemia tests carried out at the 
Sabbatsberg Hospital in Sweden during the years 1942-4 
showed that their results had less prognostic significance 
than did the clinical impressions of the physician. 

G. Schoenewg/d 


HYPERTENSION 


226. Re-evaluation of the Reliability of Pharmacologic 
and Cold Pressor Studies in Hypertension and Pheochromo- 
cytoma 

J. A. Evans, H. J. Rusitsxy, C. C. BarTes, and E. C. 
BARTELS. American Journal of Medicine [Amer. J. Med.] 
11, 448-460, Oct., 1951. 31 refs. 


There are 2 classes of drug in use as tests for phaeo- 
chromocytoma: those which produce * overshoots ” of 
hypertension (histamine, methacholine chloride, tetra- 
ethylammonium compounds), and “ adrenergic block- 
ing agents, such as dibenamine and benzodioxane 
(933F). Inthe present study the authors have attempted 
to discover which one, if any, of these drugs might be 
considered infallible, by analysing the results gf tests in 
3 groups of patients: (1) 250 patients with essential 
hypertension who underwent sympathectomy: (2) 20 
patients in whom the diagnosis of phaeochromocytoma 
was considered (8 of these were explored but no tumour 
was found); and (3) 4 proved cases of phaeochromo- 
cytoma. 

Cold pressor tests were carried out first, but these in 
themselves were of no value in diagnosis; they do become 
of value, however, if used to assess the drug response, 
a rise in pressure after administration of a particular 
drug which is greater than that obtained by immersion 
being considered significant. In this way it was shown 


sclerotic heart disease. 
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that methacholine (10 mg. subcutaneously) gave 100°, 
reliable results and was moreover very safe; it appears 
to act directly on chromaffin tissue. Histamine, in doses 
of 0-025 to 0-05 mg. intravenously, on the other hand 
resulted in 8 significant “* overshoots”’ in the first 2 
groups and 3 false negative responses among the 4 
cases of tumour. A number of false responses oc- 
curred with “etamon” (300 mg. intravenously); this 
drug is a tetraethylammonium compound and should be 
used cautiously if a tumour is suspected; it probably 
gives the best indication of the effect of sympathectomy 
in patients with essential hypertension. 

Neither “* dibenamine * (5 mg. per kg. body weight) 
nor benzodioxane (0-25 mg. per kg.), both given with a 
saline infusion, were used sufficiently to justify conclu- 
sions, but a number of false reactions occurred with the 
former which were thought to be due to relaxation . 
during prolonged infusion. In the only patient with 
phaeochromocytoma tested with dibenamine there was a 
marked fall in blood pressure, and this drug was used 
suceessfully to combat hypertension during the removal 
of 2 tumours. Benzodioxane is said to be specific in 
patients who exhibit persistent hypertension, but may 
cause dangerous rebound pressor phenomena. It gave 
negative results in 3 puzzling cases in the second group. 

A. Paton 


227. The Radiographic Appearance of the Sella Turcica 
in Essential Hypertension and Angina Pectoris. (Das 
R6ntgenbild der Sella turcica bei genuiner Hypertonie 
und Angina pectoris) 

S. AUSTEN and K. WesTPHAL. Deutsche Medizinische 
Wochenschrift (Dtsch. med. Wschr.] 76, 1329-1332, Oct. 
26, 1951. 4 figs., 10 refs. 


By the method of Haas the authors have recorded 
radiologically the area of the lateral projection of the 
sella turcica in all their cases of hypertension and coronary 
artery disease. They find that there is a tendency for 
the sella turcica to be large in these conditions, and they 
discuss the possibility that this phenomenon is associated 
with the partially endocrine nature of these diseases. 

Albert Venner 


228. Significance of the Nitroglycerin-Flicker Fusion 
Response in Normal Subjects and Patients with Cardio- 
vascular Disease 

H. I. RussekK, W. H. ANDERSON, and A. A. DOERNER. 
Circulation [Circulation] 4, 359-365, Sept., 1951. 8 refs. 


The nitroglycerin-flicker-fusion test was applied to 31 
healthy men and 76 patients with hypertensive or arterio- 
Of 78 tests carried out on 
healthy subjects an abnormal response was obtained in 
16 (21°,); 130 tests on 38 patients with hypertension 
produced only 41 (32°,) abnormal responses: while of 
127 tests on patients with arteriosclerotic heart disease 
the response was abnormal in 46°,. Moreover, the 
results were not consistent in the individual patient: a 
patient with advanced cardiovascular disease might have 
to be subjected to many tests before an abnormal response 
was obtained. The t is not diagnostic of cardio- 
vascular disease. Arthur Willcox 


Disorders of the Blood 


229. Effect of Corticotrophin and Cortisone on the 
Blood in Various Disorders in Man 

M. M. WINtTROBE, G. E. CARTWRIGHT, J. G. PALMER, 
W. J. KuHNs, and L. T. SaMuets. Archives of Internal 
Medicine [Arch. intern. Med.] 88, 310-336, Sept., 1951. 
9 figs., bibliography. 


This paper reports the results of treatment of various 
diseases with cortisone and ACTH. Among the diseases 
treated, the pathological process was significantly altered 
and there was clinical improvement in certain cases of 
acute leukaemia, disseminated lupus erythematosus, 
rheumatoid arthritis, and idiopathic thrombocytopenic 
purpura. 

Among the patients with acute leukaemia the only ones 
with remission were those in whom definite manifesta- 
tions of adrenocortical stimulation were observed. It is 
suggested that the dose should be great enough, and 
treatment sufficiently prolonged, to produce either clinical 
remissions or proof of adrenocortical stimulation. 

Observations on the effect of treatment on the 
eosinophil count revealed that in 10 of the 46 courses of 
treatment given the count before treatment was so low 
that further significant reduction could not be expected. 
In the remaining 36, definite eosinopenia developed in 
11, while in 25 the eosinopenia was present but less 
marked. Only 1 patient with definite eosinopenia failed 
to show other evidence of cortical stimulation; urinary 
17-ketosteroids were not measured in this case. Three 
patients without eosinopenia showed definite signs -of 
increased cortical function; 1 showed facial changes and 
2 a marked rise in urinary 17-ketosteroids. 

A. Brown 


230. Oral Treatment of Polycythaemia Vera with f- 
Naphthyl-di-2-chloroethylamine (R48) 

K. IveRSEN and E. MEULENGRACHT. British Medical 
Journal (Brit. med. J.| 2, 510-513, Sept. 1, 1951. 6 figs., 
8 refs. 


The authors treated 6 patients with polycythaemia with 
8-naphthyl-di-2-chloroethylamine orally in doses varying 
from 300 to 600 mg. daily. They obtained results 
similar to those already achieved by other workers, the 
erythrocyte count, leucocyte count, and haemoglobin 
value falling. Of these patients 3 have remained well 
without treatment for 7, 10, and 19 months respectively; 
1 has been without treatment for 20 months, but has a 
much enlarged spleen and raised erythrocyte count: 1 
who has been without treatment for 5 months now has 
an increased haemoglobin value; and the other patient 
has remained well on continuous treatment with 300 mg. 
of the drug daily. 

The authors reiterate the repeated warnings of other 
workers as to the toxic effects gf this type of drug and 
the need for careful haematological control examinations. 

John F. Wilkinson | 


231. The Effects of the Folic Acid Antagonists and 
2 : 6-Diaminopurine on Neoplastic Disease, with Special 
Reference to Acute Leukemia . 

J. H. BURCHENAL, D. A. KARNoFSKy, E. M. KINGSLEY- 
PiLters, C. M. SOUTHAM, W. P. L. Myers, G. C. ESCHER, 
L. F. Craver, H. W. DARGEON, and C. P. RHoaps. 
Cancer [Cancer] 4, 549-369, May, 1951. 14 figs., biblio- 
graphy. 

The authors record their observations on the treatment 
at the Memorial Center, New York, of 162 patients 
suffering from neoplastic disease with folic acid anta- 
gonists and 2: 6-diaminopurine. Of 88 patients (60 
children and 28 adults) suffering from acute leukaemia 
a good clinical and haematological response was obtained 
in 20, all but 1 being children, on treatment with folic 
acid antagonists or 2 : 6-diaminopurine or both. (An 
additional group of patients with acute leukaemia com- 
prising 37 children and 10 adults treated similarly since 
November, 1949, brought the total number to 135, of 
which the children showed a remission rate of 32°, and 
the adults one of 2-6°%, but owing to the shortness of the 
observation period these cases are omitted in the detailed 
discussion of results.) The authors point out that in 
these patients a good response to this type of therapy 
was associated with a significantly longer survival time 
than was a partial or poor response. Improvement 
occurred in 4 of these patients who were treated with 
2 : 6-diaminopurine, alone or in combination with folic 
acid antagonists, but in 25 others no improvement was 
recorded. No conclusions are drawn as to the effective- 
ness of this drug. Of 7 children with lymphosarcoma 
and 2 with generalized reticulo-endotheliosis, 3 of the 
former and both of the latter showed improvement 
following treatment with folic acid antagonists. 

In 65 cases of other types of neoplastic disease, which 
included chronic and subacute leukaemia, Hodgkin's 
disease, Mycosis fungoides, myeloma, carcinoma of the 
breast, lung, bladder, testis, and stomach, melanoma, and 
osteogenic sarcoma, no beneficial effect was noted. 

R. Winston Evans 


232. Blood Histamine in Myelogenous Leukemia 

M. B. SHIMKIN, H. R. BIERMAN, B. V. A. Low-BEER, 
P. M. WHEELER, and F. R. Goetz_. Cancer [Cancer] 4, 
570-578, May, 1951. 5 figs., 13 refs. 


Whereas the normal range of the blood histamine level 
is from 2 to 10 wg. per 100 ml., in myelogenous leukaemia 
values of over 2,000 yg. per 100 ml. may be found. 
Both in normal individuals and in patients with myelo- 
genous leukaemia most of the histamine is found in the 
leucocytes of the granulocytic series. Patients with 
lymphocytic or monocytic leukaemia give essentially 
normal blood histamine values. The present communi- 
cation records observations made on the blood hista- 
mine level in 30 patients with myelogenous leukaemia, 
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including acute and chronic cases. and chronic cases in 
acute exacerbation. The blood histamine level was 
determined by Code’s modification (J. Physiol., 1937, 
89, 257) of the method described by Barsoum and 
Gaddum, and the results expressed in the form of the 
ratio of the histamine content in yg. per 100 ml. to the 
number of granulocytes in thousands per c.mm. of blood: 
this is referred to as the histamine: granulocyte (H:G) 
ratio. 

The blood histamine value in 18 cases of chronic 
myelogenous leukaemia ranged from 1-7 to 2,700 yg. per 
100 ml., and the H:G ratio from 0-3 to 8-1. In 6 cases 
of acute exacerbation of chronic myelogenous leukaemia 
the blood histamine value ranged from 2-0 to 53-0 yg. 
per 100 ml., and the H:G ratio from 0-03 to 0-5. In 
6 cases of acute myelogenous leukaemia the blood 
histamine value ranged from 3-0 to 575-0 yg. per 100 
ml. and the H:G ratio from 0-04 to 38-0. 

The duration of life of 9 patients with an H:G ratio 
of less than 1-0 ranged from a few days to almost 5 
months (average 1:3 month); 10 patients whose H:G 
ratio varied from 1-0 to 3-0 survived 1 to 25 months 
(average 11-6 months), and 10 patients with an H:G 
ratio of over 3-0 survived for an average of 12-8 months. 
The authors conclude that a blood H:G ratio of less 
than 1-0 is associated with a short survival time in cases 
of myelogenous leukaemia. R. Winston Evans 


233. Studies in Rh Sensitization. ILI. Effect of Rh- 
positive Pregnancies on Rh Antibody Titer 
A. S. Wiener, R. Nappi, and E. B. Gorpon. Blood 
[Blood] 6, 789-798, Sept., 1951. 16 refs. 


The authors have previously shown that pregnancies 
with Rh-negative foetuses have no significant effect on 
the Rh antibody titre of sensitized Rh-negative mothers. 
In the present investigation the 65 mothers studied were 
Rh-negative women delivered of Rh-positive babies. 
Most of the infants were born prematurely by induction 
of labour or Caesarean section, in order to limit the time 
of exposure of the foetus to the maternal antibody; 5 
cases are described in considerable detail in order to show 
the value of antenatal antibody titrations. 

As the authors point out, the data are very limited, since 
in many cases the antenatal antibody titrations were not 
repeated a sufficient number of times, and they are careful 
to say that any estimate of the frequency with which 
foetal blood is apt to leak into the maternal circulation 
during delivery, based on the evidence of a rise in anti- 
body titre, could only be approximate. Nevertheless, 
they claim that significant amounts of blood must leak 
from the foetus into the mother in about one-third of all 
deliveries, and also antenatally in one-third of all preg- 
nancies. 

They calculate that in Rh-negative women previously 
transfused with Rh-positive blood there is a chance of 
1 in 12 or 13 that the first baby will be erythroblastotic. 
They proceed to draw the following conclusions: in 
women not previously transfused, the chance of affected 
babies is negligible, since it requires at least 2 doses of 
Rh antigen, spaced about 4 months apart, to cause 
immunization; in Rh-negative primiparae not previously 
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immunized, the chance of antibodies appearing post- 
partum is 2 in 45; in Rh-negative women who have never 
previously received injections of Rh-positive blood, the 
chance of an affected second baby is about 1 in 20. 
John Murray 


234. Studies of Rh Sensitization. VI. Persistence of 
Rh Antibodies in Serum of Sensitized Individuals 

A. S. Wiener, R. Nappi, and E. B. Gorpon. Blood 
[Blood] 6, 799-803, Sept., 1951. 13 refs. 


This paper presents the results of observations on the 
persistence of Rh antibodies in 60 sensitized Rh-negative 
women not exposed to additional Rh antigen. A table 
shows the results of Rh-antibody titration during a period 
of 1 to 4 years. Generally there is a tendency for the 
titres to decline, but in one-sixth of the cases there was 
no change in titre over a lapse of several years. One 
particular immunized case of 22 years’ standing is cited 
as an example of long persistence of Rh immunization. 

John Murray 


235. Studies in Sickle-cell Anemia—II. Clinical Mani- 
festations of Sickle-cell Anemia in Children. (An Analysis 
of Thirty-seven Cases with Observation on the Use of 
ACTH and Cortisone in Two Additional Cases) 

R. B. Scott, L. O. BANKs, M. E. JeNKINs, and R. P. 
CRAWFORD. Journal of Pediatrics [J. Pediat.] 39, 460- 
471, Oct., 1951. 6 figs., 22 refs. 


The authors studied 37 cases of sickle-cell anaemia, all 
in negroes, 27 being boys and 10 girls. The most pro- 
minent symptom was pain in the limbs and abdomen. 
None of the patients had leg ulcers. Radiological 
changes in bone were found only occasionally, and then 
in the older children. One patient with an acute con- 
dition accompanied by pains in the limbs received 25 mg. 
of cortisone, and in another similar case 25 mg. of ACTH 
was given—in both cases 6-hourly for 4 days. There was 
no significant change in the blood condition, but the limb 
and abdominal pains were relieved. 

Marjorie Le Vay 


236. A Method of Measuring the Severity of a Series 
of Cases of Hemolytic Disease of the Newborn 

P. L. MOoLLIson and M. CutsusH. Blood [Blood] 6, 
777-788, Sept., 1951. 3 figs., 10 refs. 


The severity of haemolytic disease of the newborn 
varies within such wide limits that it is useless to compare 
results of different units on a percentage mortality basis. 
The application of probit analysis, however, makes it 
possible to compare results obtained in different centres. 
The authors have previously demonstrated the close 
relationship between the cord-blood haemoglobin con- 
centration and the chances of survival (Brit. med. J., 
1949, 1, 123). 

In this paper it is shown that a sigmoid curve is 
obtained when cord-blood haemoglobin concentration is 
plotted against the survival of the child. Thus a few 
infants live in spite of very low haemoglobin levels, 
whereas a few die despite having a normal amount of 
haemoglobin. Application of probit analysis to the 
results yielded a curve of “ severity ’’ which fitted well 


|_| 

wi 
an 
inf 
of 
PI 
ha 
3C 
th 
in 

1 
pr 
4 

3 
sl 
a 
v 
e 
r 
t! 
I 
1 


DISORDERS OF THE BLOOD 63 


with the sigmoid curve obtained. Normal haemoglobin 
and bilirubin values were determined in 133 and 100 
infants respectively, and the methods of determination 
of haemoglobin were checked by the (British) National 
Physical Laboratory. 

The series investigated consisted of 95 babies with 
haemolytic disease, from whom cord blood was obtained ; 
30 of them were mildly affected, and 6 were moribund; 
the remaining 59 were treated by exchange transfusion. 
Two-thirds of the infants were born prematurely, but the 
evidence suggests that this was not a considerable factor 
in the clinical outcome. 

Obvious clinical signs of hensiutenien were observed in 
1 premature baby with a haemoglobin level over 15-5 g. 
per 100 ml.; kernicterus was also observed in 2 out of 
47 survivors of the 59 treated cases, so that there were 
3 cases (4%) with cerebral motor damage among the 76 
survivors of the 95 cases under review. 


The correlation between cord bilirubin concentration 


and severity of disease was not very good, and it was 
concluded that predictions of survival were no better 
when based on cord haemoglobin and cord bilirubin 
estimations taken together than on cord haemoglobin 
results alone. Birth weight did not appear to influence 
the chances of survival, for although babies under 6 
pounds (2-72 kg.) had a higher death rate, it was in these 
very cases that premature induction of labour had been 
performed because of a history of previous affected babies. 
John Murray 


237. Hemolytic Disease of the Newborn in Dizygotic 
Twins: an Interesting Family History 

J. J. Ketty and J. G. SHAFFER. Journal of Pediatrics 
[J. Pediat.] 38, 717-722, July, 1951. 11 refs. 


A family history is described where the eleventh and 
twelfth births were dizygotic twins suffering from 
haemolytic disease. One twin, which died, was treated 
conservatively because of a high haemoglobin level, 
whereas the other twin, which received an exchange 
transfusion, survived. 

Detailed description of the clinical and 
findings shows that in the twin which died there was no 
serious fall in haemoglobin level during its 4 days of life, 
whereas in the survivor there was a sharp fall in the 
level during the first 4 hours. Blood-group studies 
showed that both had similar Rh antigens, and since 
both had presumably the same length of exposure to 
anti-Rh, they should theoretically have suffered equally 
from haemolytic disease. Since this was not the case, 
the authors suggest that no prediction as to the type of 
manifestation of the disease can be made on the basis of 
the time of exposure. 

The previous obstetric history is interesting: the first- 
born of the family died presumably from birth trauma; 
the second had a history suggestive of haemolytic disease; 
’ 4 of the next 8 children survived, and 1 in these has a 
spastic hemiplegia. All the surviving children have the 
same Rh antigens as the affected twins, so it is presumed 
that all children in the family were Rh positive (cde/cDE). 
There appears to have been great variation in severity of 
the disease, 4 of the children having apparently been little 


affected, 7 severely affected, with 6 deaths quite probably 
due to Rh incompatibility, the seventh severely affected 
being the surviving twin described. 

[This short paper adds further weight to the view that 
it is unwise for clinicians to be too dogmatic about the 
outcome of future pregnancies in Rh-immunized women. 
It is no uncommon thing to see babies survive, with 
treatment, where the mother has previously lost 1 or more 
children at birth from haemolytic disease.] 

John Murray 


238. A Peculiar Familial Hemolytic Anemia in the 
Tropics. Its Differential Diagnosis from Thalassemia 
(Mediterranean Anemia) - 

E. STRANSKY. Acta Haematologica [Acta haemat., 
Basel] 6, 193-207, Oct., 1951. 5 figs., 16 refs. 


A new form of erythroblastic anaemia distinct from 
Mediterranean anaemia has previously been described by 
the author (Amer. J. Dis. Child., 1942, 63, 859; ibid., 
1946, 71, 492; Ost. Z. Kinderheilk., 1948, 2, 110: Acta 
med. philipp., 1949, 6, 169). This paper is based on a 
further study of 25 additional cases. 

The disease is confined to Filipinos, and is familial. 
Cases have been recognized at the age of 2 months, but 
more often anaemia becomes noticeable only at puberty. 
It is probably inherited as a Mendelian dominant (marked 
single-dose expression). It is rarely fatal, though dis- 
abling. Clinically, there is severe anaemia, the blood 
haemoglobin level being usually below 7-0 g. per 100 ml., 
with jaundice, splenomegaly in most cases, and often 
stunted growth and delayed sexual development. 
Haemolytic crises are common, and the anaemia be- 
comes more severe during pregnancy. Cuieperess of 
the long bones and skull is usual. 

The anaemia is characterized by Sepuchounia, aniso- 
poikilocytosis, marked reticulocytosis, and erythro- 
blastosis. Fragility is normal. The bone marrow is 
hyperactive, the myeloid-erythroid ratio of the cells 
being less than 1. The spleen is congested, with haemo- 
siderosis and fibrosis. Splenectomy is followed by an 
increase in erythroblastosis and progressive increase in 
erythrocyte volume and diameter, but does not benefit 
the patient except in: permitting normal growth and 
sexual development where these have been impaired. 

The treatment is- by blood transfusion. As most 
Filipinos are badly fed and suffer liver damage and iron 
deficiency as a result, administration of iron is of value 
and an improved diet might be beneficial. 

George Discombe 


239. The Excretion of Small Doses of Folic Acid 

G. H. Spray, P. FourMan, and L. J. Witts. British 
Medical Journal (Brit. med. J.] 2, 202-205, July 28, 1951. 
4 figs., 11, refs. 


The possibility of folic acid deficiency occurring 
through its increased excretion during liver therapy of 
pernicious anaemia led the authors to investigate the rate 
of folic acid excretion in normal subjects and in patients 
with steatorrhoea and with treated and untreated per- 
nicious anaemia. Single injections of 50 to 400 yg. of 
pteroylglutamic acid were given and its amount was 
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assayed in 24-hour specimens of urine before and after 
the injection. Assay was made from observations on the 
growth of Lactobacillus casei. 

Normal subjects excreted between | and 10 ys. of folic 
acid daily. Injections of up to 200 yg. did not increase 
‘ this output; even with a dose of 400 xg. only about 10% 
of the injected dose was excreted. Diminished excretion 
of folic acid was seen in all 3 patients with steatorrhoea, 
in 3 out of 5 patients with pernicious anaemia in relapse, 
and in 2 out of 13 patients with pernicious anaemia 
treated with liver extract. 

The results suggest that there may be a rapid and 
increased utilization of folic acid in some instances of 
megaloblastic anaemia, but whether this implies a real or 
a conditioned deficiency remains uncertain. The authors 
regard this paper as containing preliminary observations 
in the field of inquiry into the metabolism of pteroyl- 
glutamic acid in health and in megaloblastic anaemia. 

Douglas H. Collins 


240. Haemosiderosis of the Liver in Pernicious Anaemia. 
(Il comportamento della emosiderosi epatica negli 
anemici perniciosi) 

M. BANCHE and C. CuGNasco. Minerva Medica 
[Minerva med., Torino] 2, 466-471, Oct. 3, 1951. 6 figs., 
40 refs. 


The authors discuss the metabolism of iron in certain 
pathological states, and particularly in pernicious 
anaemia. They have studied the iron content of the 
liver in 3 cases of pernicious anaemia by repeated liver 
punctures during treatment, the specimens being fixed 
in alcohol and stained by the Turnbull-blue method. 
Full details of the progress of 2 of the cases are given, 
with a summary of the third case. They found that the 
iron content of the liver was above normal before treat- 
ment and decreased during the course of the treatment. 
= rate of disappearance of iron deposits varied from 

se to case and was proportional to the rate of increase 


of the haemoglobin content of the blood and the erythro-. 


cyte count. Although the reduction of the iron content 
of the liver during recovery was probably due mainly to 
the increased rate of maturation of erythrocytes, it was 
possibly due in part also to reduced haemolysis. This 
preliminary work did not establish whether the primary 
effect of anti-anaemic therapy was to stimulate erythro- 
cyte production, with consequent mobilization of the 
iron, or to cause a primary mobilization of iron which, 
on reaching the bone marrow, favoured maturation of the 
erythrocytes. However, as the iron deposits diminished 


it was noted that the degenerative changes in the liver © 


cells became less. R. F. Jennison 


241. Pernicious Anaemia and Macrocytic Anaemia in 
Africans in Uganda 

H. C. Trower. Lancet [Lancet] 2, 761-763, Oct. 27, 
1951. 18 refs. 


An account is given of the first case of true Addisonian 
pernicious anaemia to be reported in an African living in 
Africa. The anaemia showed the expected response to 
liver extract and vitamin B,>, but the response to folic 
acid was poor. 


Macrocytic anaemias in Africans constitute a number 
of unrelated groups. One clearly defined group is that 
in which macrocytic anaemia is associated with a megalo- 
blastic bone marrow and responds to folic acid and 
vitamin B;2. In the largest group the bone marrow is 
actively normoblastic or macronormoblastic, and reticu- 
locytes may be present in the blood before treatment. 


_ This group is distinct from that formed by the so-called 


tropical or nutritional macrocytic anaemias, because the 
marrow is never frankly megaloblastic and there is no 
response to refined liver extracts, folic acid, or vitamin B;>. 
Blood destroying infections, general undernutrition, and 
a low protein intake all seem to play a part in the patho- 
genesis of this type of macrocytic anaemia, which responds 
slowly to a protein-rich diet and the treatment of in- 
fections. When iron deficiency is also present, the 
response to iron leads to a rise in the mean corpuscular 
volume. 

The author pleads for the abandonment of the term 
“ tropical macrocytic anaemia’ which includes a wide 
variety of unrelated anaemias, and for increased at- 
tempts to determine the factors responsible for macro- 
cytosis. Ellis Dresner 


242. Development of Neurologic Manifestations of Per- 
nicious Anemia during Multivitamin Therapy 

C. L. Con.ey and J. R. KREVANS. New England Journal 
of Medicine [New Engl. J. Med.| 245, 529-531, Oct. 4, 
1951. 2 refs. 


In 1950, of 10 patients with undiagnosed pernicious 
anaemia- who attended the Johns. Hopkins Hospital, 
Baltimore, 5 did so because of neurological symptoms, 
and in these cases normal blood values were found. The 
authors cite these 5 cases in their search for an explana- 
tion of the blood picture. The patients included 4 men 
and 1 woman between the ages of 53 and 75 years. Each 
patient had obtained from the local practitioner a vitamin 
preparation for asthenia, paraesthesiae, or digestive symp- 
toms, and in 4 it was calculated that at least 4-5 mg. of 
folic acid had been taken daily for a period of 5 months 
to 3 years before admission. The symptoms of subacute 
combined degeneration of the cord had progressed over 
this time, but neurosyphilis complicated the picture in 
1 patient. The blood values were within normal limits, 
and histamine-fast achlorhydria was present in each case. 


‘In only 2 cases were marrow smears examined; results 


in both were equivocal. All patients were given vitamin 
Bj2, with subjective improvement. 

It is suggested that in these cases folic acid had kept 
the absolute blood values within normal limits and the 
digestive symptoms minimal, but, as usual, the nervous 
system had suffered. Neurological disorders with a 
histamine-fast achlorhydria are, in the authors’ opinion, 
an indication for treatment with vitamin B,)2. The 
failure of oral preparations and the need for care with 
proprietary ones are noted. R. St. J. Buxton 


243. Adrenocortical Function in Pernicious Anemia 
M. B. Strauss and R. BRoKAW. New England Journal 
of Medicine |New Engl. J. Med.] 245, 798-802, Nov. 22, 


1951. 1 fig., bibliography. 
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244. A Common Minor Form of Atelectasis: the Pul- 
monary Hypoventilation Syndrome. (Une forme mineure 
fréquente de l’atélectasie: le syndrome d’hypoventilation 
pulmonaire) 

P. Freour. Journal de Médicine de Bordeaux [J. Med. 
Bordeaux] 128, 821-828, Sept., 1951. 


Persistent incomplete collapse or atelectasis of a 


broncho-pulmonary segment is less common than com- 
plete collapse and is correspondingly less well known. 
Most causes of narrowing of the bronchial lumen are 
progressive and lead to complete collapse. However, 
occasionally narrowing is not progressive, and leads to 


the syndrome described. A relatively small reduction of | 


the lumen suffices, since the air flow varies as the fourth 
power of the diameter. Symptoms are inconstant, but 
when present they consist in a unilateral continuous or 
paroxysmal feeling of inspiratory difficulty and uni- 
lateral wheezing. Physical signs are not characteristic 
and are frequently overshadowed by those due to co- 
existing disease. There is some retardation of air entry, 
with diminution of breath sounds over the affected seg- 
ment. These signs are not diagnostic, but serve to draw 
attention to the need for further investigation. Radio- 
logically, there is slight uniform impairment of trans- 
lucency with occasional mottling. There is ,some 
elevation of the diaphragm on the affected side and 
mediastinal displacement téwards it, more noticeable 
during inspiration. 

In the author’s experience the lesion responsible for 
the bronchial narrowing is most frequently found on 
bronchoscopy to be tuberculous, the syndrome in its most 
pure form being found in cases of bronchial tuberculosis, 
either in the active stage or after healing, without paren- 
chymatous involvement. In most of the author's cases, 
however, there was parenchymatous involvement by 
tuberculosis or secondary infection. The syndrome may 
also follow thoracoplasty or chest injury, or may be due 
to partial obstruction by a bronchial tumour, in which 
case the syndrome is transient and is soon succeeded by 
complete collapse. Descriptions are given of 5 illustra- 
tive cases. _ Bernard Freedman 


245. Familial Fibrosis 
J. M. MACMILLAN. Diseases of the Chest [Dis. tiie 
20, 426-436, Oct., 1951. 7 figs., 3 refs. 


Writing from the Iola Sanatorium, Rochester, New 
York, the author describes 6 cases of pulmonary fibrosis 
which occurred in 3 family groups: (1) A mother, and 
subsequently her daughter, died of a non-specific pul- 
monary fibrosis. Two of the mother’s sisters had already 
died with the diagnosis of atypical pulmonary tubercu- 
losis which was not confirmed at necropsy, and in which 
tubercle bacilli were never found. Microscopically, 


’ there was fibrosis of the alveolar walls with loss of 


capillaries, and scattered areas of well-developed granu- 
M-——F 
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lation tissue, but nothing to indicate tuberculosis. (2) 
Two cases in identical twins previously described by 
Peabody et al. (Dis. Chest., 1950, 18, 330); the death of 
the second patient is now reported. (3) Of 2 sisters 
who both developed the condition, 1 has died, the same 
pathological picture being found as in the other cases; 
the disease has not progressed’ in the other, though 
she is a pulmonary invalid. A non-identical twin of the 
former was not affected. Thefather and brother of these 
sisters had died with the unconfirmed diagnosis of pneu- 
monia, but 3 brothers and | sister were alive and well. 

The age incidence in these 6 cases was 30 to 55 years, 


‘and the pulmonary changes were known to be present 


in | case for 19 years, though the history was usually 
much shorter. Although all the cases described were in 
women, the author does not regard this as an indication 
that the disease involves only the female side of the family, 
since similar cases have been described in males. He 
suggests that some of the cases of acute forms of inter- 


‘stitial fibrosis reported in the past were of the same 


aetiology as those reported here. 

The hypothesis is put forward that some families have 
an inherent weakness of the lungs, and a tendency to- 
wards a type of pulmonary response to chronic insult 
resembling keloid formation, causing this final picture of 
bilateral pulmonary fibrosis. The emphysematous 
changes found in association are regarded as the result 
of cough. Potassium iodide is considered to have pro-- 
longed the life of the second patient in Group 2, and to 
have exerted a beneficial effect in ‘* other suspicious cases 
of pulmonary fibrosis” in which it was used [no par- 
ticulars or references are given]. J. David DeJong 


246. Pulmonary Changes related to Cardiospasm 
R. A. Lake. Annals of Internal Medicine [Ann. intern. 
Med.] 35, 593-599, Sept., 1951. 2 figs., 7 refs. 


Five types of pulmonary change have been described 
in association with cardiospasm—basilar pneumonitis, 
lung abscess, bronchiectasis, atelectasis, and interstitial 
pulmonary fibrosis. Irreversible change may develop 
insidiously without giving rise to marked clinical symp- 
toms; and in some cases showing severe radiological 
changes the picture reverts to normal after adequate 
treatment of the cardiospasm. 

The University of Michigan Hospital records show that 
during 54 years cardiospasm was diagnosed in 124 
patients and that 12 of these had related pulmonary 
changes. Three representative case histories are out- 
lined. The first patient, a boy aged 64 years, had symp- 
toms dating back to the age of 3. Chest radiographs 
showed atelectasis and mild bronchiectasis of the right 
lower lobe. In the second, a negress aged 25 with a 
5-year history of dysphagia and a 2-month history of 
cough and foul sputum, tuberculosis was suspected. 
She discharged herself before the diagnosis was finally 
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settled. The third case, in a 46-year-old woman, was 
still more unsatisfactory. Shortly after the develop- 
ment of dysphagia the patient began to get attacks in 
which early-morning chills were followed by fever up to 
102° F. (38-9° C.). These attacks, which lasted several 
days, were associated with rales at the lung bases and 
aggravation of her usual unproductive morning cough. 
At no time was there any radiological evidence of pul- 
monary disease. She had another attack soon after 
oesophageal dilatation had been carried out, although 
this gave her 90% relief from dysphagia. 
Denys Jennings 


247. Friedlander Pneumonia. A Report of Eight Cases 
Treated by Chemotherapy + 

A. G. Ocittvie. British Journal of Tuberculosis (Brit. J. 
Tuberc.) 45, 165-171, Oct., 1951. 6 refs. 


During a period of 13 months in 1949 and 1950, 8. 


patients suffering from Friedlander pneumonia were 
admitted to the Royal Victoria Infirmary at Newcastle- 
on-Tyne. There were 2 deaths, and of the 6 patients 
who recovered 5 did so only after streptomycin had been 
substituted for penicillin, while the sixth recovered after 
28 mega units of penicillin and 30 g. of sulphamezathine 
had been given over 2 weeks. The serious nature of this 
infection is again well shown; the 2 deaths occurred 
quite suddenly and unexpectedly on the 24th and 28th 
days of illness respectively, after a satisfactory response 
to streptomycin had apparently been obtained. 

The author discusses the literature briefly and stresses 
the importance of early treatment; he suggests that 
initial sulphonamide therapy given before admission to 
hospital may have favourably influenced the course of 
the disease in his patients. Maxwell Telling 


248. Antibiotic Therapy of Friedlander Pneumonia 

W. M. M. Kirsy and D.H.CoLeMAN. American Journal 
of Medicine [Amer. J. Med.] 11, 179-187, Aug., 1951. 
5 figs., 5 refs. 


Pneumonia due to Klebsiella pneumoniae formerly had 
a mortality of 70 to 80%, but of 14 cases reported since 
the advent of streptomycin, only 3 have died. Little 
information is available about the effectiveness in vivo of 
the newer antibiotics, although the organism is susceptible 
to aureomycin, chloramphenicol, and terramycin in vitro. 
The present paper records the results of treatment with 
sulphonamides, streptomycin, 4ureomycin, and chloram- 
phenicol of 11 further cases at the King County Hospital, 
Seattle, Washington. ~ 

Of the 11 patients, 9 were males and 8 chronic alco- 
holics. Of the 6 who died, 4 were severe chronic 
alcoholics and the other 2 poorly nourished; 4 died 
within 16 hours in spite of treatment with sulphonamides 
and streptomycin in 3 cases and aureomycin in the fourth; 
the fifth responded to streptomycin and sulphadiazine, 


but later developed lower nephron nephrosis and died; - 


and the sixth had a mixed infection with Streptococcus 
pneumoniae (Type 18) which resolved with chloram- 
phenicol treatment (2 g. daily), but death followed from 
empyema due to K. pneumoniae, despite 300 mg. of 
aureomycin at 12-hour intervals. 
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Of the 5 patients who survived, 2 responded well to 
chloramphenicol (6 g. and 1 g. daily), and the third to 
2 g. of streptomycin, 300,000 units of procaine penicillin, 
and 6 g. of sulphadiazine daily for 10, 13, and 18 days 
respectively. The fourth had pneumococci and K. pneu- 
moniae in the sputum and pneumococci in the cerebro- 
spinal fluid, but both the meningitis and the pneumonia 
cleared up rapidly with 10 mega units of penicillin and 
3 g. of streptomycin daily (intramuscularly). The fifth 
patient’s pneumonia was complicated by a broncho- 
pleural fistula and empyema, and little improvement 
resulted from treatment with aureomycin and repeated 


‘aspiration. After rib resection and open drainage, how- 


ever, the infection resolved with 6 g. of sulphadiazine 
and | g. of streptomycin daily for 3 weeks. 
: Malcolm Woodbine 


249. Some Effects of Adrenocorticotropic Hormone and 
Cortisone on Pulmonary Function of Patients with Obstruc- 
tive Emphysema 

D. S. Lukas. American Review of Tuberculosis [Amer. 
Rev. Tuberc.| 64, 279-294, Sept., 1951. 4 figs., 17 refs. 


Pulmonary function was studied before and during 
administration of ACTH and cortisone in nine patients 
with various types of chronic lung disease. Those 
patients whose disease was secondary to, or complicated 
by, bronchiolar obstruction showed most subjective and 
objective improvement. Improvement in patients with- 
out bronchiolar obstruction was minimal or absent. It 
is suggested that ACTH and cortisone exert a sustained 
bronchodilating action, and that this effect is greater than 
the action of ordinary therapeutic bronchodilators. Ina 
patient with cor pulmonale ACTH produced a further 
depression of gas exchange, and this was considered to 
reflect the development of oedema of the alveolar mem- 
brane. Such a side-effect is one of the hazards of ACTH 
therapy in far-advanced chronic lung disease. 

Kenneth Marsh 


250. Carcinoma of the Lung: Duration of Life of 
Individuals not Treated Surgically 

A. BUCHBERG, R. LUBLINER, and E. H. RuBin. Diseases 
of the Chest [ Dis. Chest] 20, 257-276, Sept., 1951. 4 figs. 
19 refs. 


The fate of 433 patients with bronchiogenic carcinoma, 
not treated surgically, has been studied. As in previous 
surveys of this type it was found that only 16% survived 
for 2 years-or longer, and that anaplastic tumours carried 
a worse prognosis than epidermoid carcinoma. Just 
under 2°% of patients survived 5 years or more without 
surgical treatment. Paradoxically, those with symptoms 
for a greater period than 6 months before diagnosis lived 
longer than those with an abrupt succession of symptoms 
leading to early diagnosis. It is therefore suggested that 
the most favourable cases for operative treatment are 
those in which symptoms have existed for 6 months to 
1 year and in which there has been no evidence of 
metastatic spread. J. Naish 


See also Pathology, Abstract 70; and Radiology, 
Abstract 163. 


251. ACTH and Lipoid Nephrosis. (ACTH en lipoid- 
nephrose) 

C. Hoorr and R. Ciara. Maandschrift voor Kinder- 
geneeskunde {[Maandschr. Kindergeneesk.] 19, 346-360, 
Oct., 1951. 5 figs., 16 refs. 


The spontaneous remission in lipoid nephrosis that 
may result from intercurrent infection, particularly 
measles, the beneficial effect of ACTH in chronic 
disease, and the spontaneous diuresis that can be ob- 
served in a number of affections following previous salt 
retention, have led to the employment of this drug (and 
cortisone) in the treatment of lipoid nephrosis. Hitherto 
investigation has centred mainly on the electrolytic 
balance and renal function. -In the cases studied here 
attention has been directed principally to serological 
criteria, serological changes in 2 cases receiving ACTH 
being compared with the changes in 2 showing spon- 
taneous remission. With ACTH (50 or 100 mg. for 5 or 
6 days) there was no return of blood protein levels to 
normal, and blood cholesterol, lipoid, and calcium levels 
were little influenced, whereas in spontaneous remission 
normal levels were restored. Albuminuria, which dis- 
appeared during, and for a period after, treatment, 
recurred. 

Although ACTH is valuable in the investigation and 
treatment of lipoid nephrosis, measles infection remains 
preferable. It may be that the formation of large 
quantities of gamma-globulin in measles is a factor in the 
restoration of blood protein levels. R. Crawford 


252. Nephrosis following Experimental Local Cold 
Injury 

R. B. Lewis and R. M. THompson. Military Surgeon 
[Milit. Surg.] 109, 518-530, Oct., 1951. 7 figs., 24 refs. 


To produce local cold injury a hind leg of each of 
423 male albino rabbits was immersed in an alcohol bath 
for 30 minutes. The animals were killed at varying 
intervals and their kidneys studied in detail. Tem- 
peratures ranging from + 5° to’ —25° C. were used. 

No correlation was found between the duration or 
degree of the cold applied and the pathological lesions 


_ produced, the stage of the process depending only on the 


time after injury the animal was killed. The lesions 
noted were similar to those found in lower nephron 
nephrosis, except that in the more severe cases the 
damage extended into the inner medullary zone. Since 
the lesion in their cases was not confined to the lower 
nephron the authors suggest that the condition be called 
a nephrosis. Macroscopically, there was swelling of the 
kidneys with pallor of the cortex and, in more advanced 
cases, small white wedge-shaped areas extending to the 
surface of the organs. 

The mechanisms by which these lesions might be pro- 
duced are discussed. The authors consider the most 
likely explanation to be that some unknown toxic sub- 
stance having predilection for the kidney tubular struc- 
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tures is liberated from the damaged muscle. It is noted 
that injury short of necrosis is sufficient to produce the 
renal changes. J. B. Wilson 


253. Diabetic Nephropathy: a Clinical Syndrome 

J. L. Witson, H. F. Root, and A. MARBLE, New 
England Journal of Medicine [New Engl. J. Med.] 245, 
513-517, Oct. 4, 1951. 1 fig., 19 refs. 


The authors have found an increase in the number of 
young patients with severe diabetes of long standing who 
develop renal lesions, which they consider are related to 
poor control of the diabetes. Among 247 patients pre- 
viously reviewed (Amer. J. med. Sci., 1951, 221, 479) who 
had had diabetes for 10 to 34 years, 62 were noted to have 
one or more of the following manifestations: proteinuria, 
retinitis, hypertension of 150/90 mm. Hg or above, in- 
creased capillary fragility index, peripheral oedema, 
radiological evidence of vascular calcification,or anaemia. 
In some of them an acidified urine containing doubly , © 
refractile lipoid bodies was at times observed. A study 
of these 62 cases is now presented. 

The degree of renal involvement was assessed by de- 
termining the phenolsulphon phthalein excretion, the 
blood urea clearance rate, and the degree of proteinuria, 
and by microscopical examination of the urine sediment. 
The control of the diabetes in these patients was classified 
as excellent, good, fair, or poor, according to whether 
there was onset in coma, an early start with insulin treat- 
ment, daily urine tests, a weighed diet, and efficient 
routine physical and laboratory examinations. This 
grading is not entirely satisfactory, but among the total 
of 247 patients none who were deemed to have had 
excellent or good control during 20 to 34 years of 
diabetes had evidence of renal disease, and 80% of those 
found to have renal damage had had poor control. 
In different groups classified according to the duration 
of diabetes 22 to 28% of the patients had renal lesions 
after 18 years of diabetes, at an average age of 33 years. 
This is in contrast to most reports, from which it would 
appear that the incidence of intercapillary glomerulo- 
sclerosis is greatest in the 60-80-year age group, where 
the diabetes is mild. 

The authors note that although the diabetes in their 
patients was severe, terminally the insulin requirement 
fell. In 1 year 13 of the 62 patients died, the average 
age being 33 and the duration of the disease 18 years. 
The onset of significant events among them is tabulated. 
Post-mortem specimens showed the mixed picture of 
pyelonephritis, arteriosclerosis, and intercapillary glo- 
merulosclerosis. The authors stress the severity of the 
diabetes and its long duration as being an important 
cause of this nephropathy, and claim that good control 
of the diabetes would help to prevent it. 

R. St. J. Buxton 


See also Metabolic and Nutritional Disorders, Abstract 
197. 
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254. Testosterone cycloPentylpropionate: a Long-acting 
Androgen 

C. W. Lioyp and J. Frepericxs. Journal of Clinical 
Endocrinology {J. clin. Endocrinol.] 11, 724-727, July, 
1951. 1 fig., 2 refs. 


This ester was injected intramuscularly in ii solution 
(30 mg. per ml.) into 7 hypogonadal men and | castrated 
boy, and the effects were compared with those of similar 
injections of testosterone propionate. 

The propionate in single doses of 100 to 300 mg. was 


effective for up to 14 days, as judged by frequency of . 


erections, emissions, or intercourse and by subjective 
feelings of physical strength; it was never effective for 
longer. Similar effects were achieved with doses of 
50 to 300 mg. of the cyclopentylpropionate; maximal 
effect was reached in 3 to 4 days and maintained for 3 
weeks, although deficiency signs were recurring by the 
end of the 4th week. A single monthly dose of 200 mg. 
“in the eunuchoids and of 300 mg. in the eunuch were 
effective in treatment. 

There was a 3- to 4-fold increase in the excretion of 
17-ketosteroids, lasting for 1 to 2 days, after a single 
injection of 200 mg. of testosterone propionate; the 
same dose of cyclopentylpropionate had no effect on the 
urinary 17-ketosteroids. This suggests that absorption 
of the cvclopentylpropionate is sufficiently slow for the 
body to be able to utilize all the injected material. 

_ Peter C. Williams 


255. A Comparison of the 17-Ketosteroid Excretion in 
Cushing’s Syndrome associated with Adrenal Tumour and 
with Adrenal Hyperplasia 

A. P. Forspes and F. ALBrRiGHT. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 11, 926-935, Sept., 
1951. 1 fig., 23 refs. 


Theoretical considerations suggest that in Cushing’s 
syndrome 17-ketosteroid excretion may vary according 
to the type of involvement of the adrenal cortex: (1) 
Where there is no tumour the general hyperplasia is 
presumably due to the stimulation by adrenocortico- 
trophin of all adrenal cortical cells, and androgen (or 
17-ketosteroid precursor) secretion should be increased 
as well as secretion of gluconeogenetic corticosteroid. 
(2) Benign tumours secreting excessive gluconeogenetic 
hormone would be expected to inhibit adrenocortico- 
trophinsecretion, and androgen secretion should therefore 
be diminished. (3) Malignant tumours consisting of 
undifferentiated cells might secrete any kind or amount 
of steroid, and 17-ketosteroid excretion should be 
variable and possibly very high. 

In 24 of the authors’ cases and 66 collected from the 
literature, to which this classification was applied, the 
average daily 17-ketosteroid excretion in each group 
(18-1, 5-7, and 124-4 mg. respectively) agreed very well 
with expectation, providing support for the view that 
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adrenocorticotrophin stimulates all types of cortical 
secretion and is in turn inhibited by excess of any one 
of them. Peter C. Williams - 


256. Studies Concerning the Mechanism of Water 
Retention in Addison’s Disease and in Hypopituitarism 
A. Siessor. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.] 11, 700-723, July, 1951. 7 figs., 43 refs. 


The water diuresis test of Robinson, Power, and Kepler 
was performed on 4 normal persons and 11 patients with 
adrenocortical insufficiency (6 with Addison’s disease and 
5 with pituitary deficiency). Fluids were withheld over- 
night and 20 ml. of water per kg. body weight was 
ingested; urine was collected before ingestion and at 
hourly intervals for 4 to 24 hours thereafter, and blood 
samples before, and hourly for 4 hours after, the ingestion. 

During the 4 hours after taking water there was 
no alteration of the haematocrit reading in the normal 
persons; serum base content was reduced, reaching a 
minimum at the end of the first hour, with restoration of 
normal values by the end of the third hour. Diuresis 
was maximal during the second hour and decreased in 
the third and fourth hours; this correlation between 
diuresis and serum base agrees with experimental evidence 
that secretion of antidiuretic hormone is controlled by 
the osmotic pressure of the plasma. The rate of excretion 
of antidiuretic hormone in the urine was greater overnight 
than during the 4 hours of the test period. 

The response in the patients was quite different: there 
was a progressive fall in haematocrit reading during the 
test period: there was a similar fall in serum base 
content, but this was slower and normal values were not 
restored by the end of the fourth hour; there was no 
diuresis during this period; and the excretion of anti- 
diuretic hormone was subnormal before, and similar or 
greater after, the water administration. In 7 of the 10 
patients studied for 24 hours, however, there was a 
delayed diuresis starting 6 to 14 hours after the water 
had been given, and this was accompanied by a reduced 
rate of excretion of antidiuretic hormone in the 2 cases 
where this was tested. 

After 14 hours without fluid the antidiuretic activity 
of the serum in 7 patients with Addison’s disease was 
greater than that of the serum from 7 normal persons. 
Both adrenocortical extract and deoxycortone failed to 
restore diuretic function in 4 cases of Addison’s disease, 
but this was achieved by 200 mg. of cortisone in | patient. 

The failure of diuresis despite the fall in serum base 
content shows that absorption of water is not respon- 
sible, and indicates that the effect isa renalone. Various 
possible explanations are considered and the following 
one favoured. Cortical hormones of the cortisone type 
control the destruction of antidiuretic hormone., This 
destruction normally occurs rapidly, as shown by the 
speedy diuresis in normal persons despite the presence of 
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antidiuretic activity in their serum. In adrenal in- 
sufficiency the destruction is slow and circulating hor- 
mone prevents diuresis, despite inhibition of neuro- 
hypophysial secretion consequent on the reduction of 
serum osmotic pressure, and only when this hormone is 
eventually lost does a delayed diuresis occur. This slow 
rate of destruction would also account for the increased 
antidiuretic activity of the serum in Addison’s disease, 
where a subnormal activity would be expected to result 
from the subnormal osmotic pressure of the blood. 

is stated that later experiments have demonstrated that 
cortisone, in producing a normal diuretic response to 
water in adrenal insufficiency, also reduces the anti- 
diuretic activity of the blood. Peter C. Williams 


See also Medicine: General, Abstract 184. 
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257. In vivo Observations of the Effects of Cortisone 
on the Vascular Reaction to Large Doses of Horse Serum 
using the Rabbit Ear Chamber Technique 

R. H. Esert and R. W. Wisster. Journal of Laboratory 
and Clinical Medicine {[J. Lab. clin. Med.| 38, 497-510, 
Oct., 1951. 8 figs., 24 refs. 


Rabbits treated with horse serum (as described in 
Abstract 258) received cortisone; 5 animals were given 
25 mg. daily in 2 doses for 5 days before the second 
injection of horse serum, and 2 animals were given 5 mg. 
daily during the whole time between the first and the 
second injection of horse serum and for 4 days after it. 
The changes in arteriolar and venule tone previously 
observed under the influence of horse serum were sup- 
pressed by cortisone, and no swelling of the endothelium 
occurred. Sticking of leucocytes to the vascular endo- 
thelium and sludging of erythrocytes were reduced but 
not suppressed, and exudate accumulated less readily 
under the influence of cortisone. When cortisone in- 
jections were stopped the changes produced by horse 
serum returned. It is suggested that cortisone has an 
unspecific effect in maintaining the integrity of small 
blood vessels, and that the suppression of the manifesta- 
tions of serum sickness in the rabbit is due to this, rather 
thantoa specific effect on antibody formation or antigen— 
antibody union. H. Herxheimer 


258. In vivo Observations of the Vascular Reactions to 
Large Doses of Horse Serum using the Rabbit Ear 
Chamber Technique 

R. H. Epert and R. W. Wisster. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 38, 511- 
512, Oct. 1951. 4 figs., 21 refs. 


The rabbit ear-chamber technique was used to in- 
vestigate the influence of repeated injections of horse 
serum on the circulation; 2 injections of 10 ml. of horse 
serum per kg. body weight were injected intravenously at 
an interval of 18 to 20 days. After the first injection only 
minimal and transitory changes appeared. These con- 
sisted of localized constrictions and dilatations of 
arterioles, some adherence of leucocytes to arteriolar 


walls, and sludging of erythrocytes. During the first 4 
days after the second injection these changes were pro- 
nounced, and swelling of arteriolar and venule endo- 
thelium also occurred. Thrombi and emboli of platelets 
and leucocytes were seen during and immediately after 
the second injection, but became rare 12 hours later. 
The arteriolar changes were confined to vessels with a 
diameter of between 30 and 60 y and rarely occurred in 
smaller ones; it is suggested that they may be more 
pronounced in larger arterioles. The changes described 
are illustrated by good photomicrographs. 
H. Herxheimer 


259. ACTH in Experimental Poliomyelitis in Monkeys 
and Mice 
J. D. Arnsiie, T. FRANcis, and G. C. BRown. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
38, 344-358, Sept., 1951. 1 fig., 35 refs. 


When mice were given 5 mg. ACTH daily, starting 1 
and 5 days before the inoculation of the Lansing strain 
of poliomyelitis virus, there was no change in the course 
of the disease. Similarly, cortisone in single daily doses 
of 0-25, 0-5, and 2-5 mg. had no effect on the infection. 

In another experiment (repeated) 12 rhesus monkeys 
were given 25 mg. ACTH 6-hourly for 3 days before 
intracerebral inoculation of the Minnesota strain of polio- 
myelitis virus; in half of them ACTH was continued 
until paralysis appeared. A control group was infected 
but given no hormone. The onset of paralysis was most 
rapid in those monkeys receiving ACTH before and after 
infection. 

The blood changes in these animals were also carefully 
observed. A marked fall in eosinophil count occurred 
after giving ACTH and, to a lesser extent, after inocu- 
lation of virus suspension in the control monkeys not 
receiving hormone. It was found that in cynomolgus 
monkeys the intracerebral or subcutaneous injection of | 
spinal cord infected with the Mahoney strain of polio- 
myelitis virus caused a fall in eosinophil count; in- 
jection of normal cord substance did not produce this 
effect. The fall in eosinophil count after injection of 
infected cord was of lesser magnitude and of shorter 
duration than that resulting from administration of 
ACTH. 

In these experiments ACTH apparently slightly ac- 
celerated the onset of paralysis in infected monkeys, but 
neither ACTH or cortisone affected the disease in mice. 

: Peter Story 


260. The Influence of ACTH on the Resistance of 
Monkeys to the Yale SK Strain of Poliomyelitis Virus 


_ C. Foster, M. M. Sicet, W. HENLE, and J. STOKEs. 


Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.} 38, 359-362, Sept., 1951. 1 fig., 4 refs. 


Rhesus monkeys were inoculated with Yale SK virus 
by the intra-tonsillar route to ensure that only a relatively 
small proportion of animals would suffer overt illness. 
It was considered that this would make the study com- 
parable with a natural epidemic in man, in which a low 
incidence of paralysis is commonly associated with a 
high rate of infection. The animals, 13 in number, were 
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divided into 2 groups and given either 10 mg. ACTH or 
saline, 6-hourly; the virus inoculation was made in all 
the monkeys 24 hours after the first injection of hormone. 
In the former group, 6 of 7 monkeys became paralysed, 
in contrast to 2 of 6 controls receiving only saline in- 
jections. ACTH produced a decrease in eosinophil count 
most marked at about the time of onset of paralysis, and 
a similar change was seen in the control animals. 
Peter Story 


261. Some Negative Results with 
quelques résultats négatifs 
d’expérience avec la cortisone) 
A. FRANCESCHETTI, W. JADASSOHN, R. S. Macu, A. E. 
MASTRANGELO, J. B. BouURQUIN, and J. NARDIN. Schwei- 
zerische Medizinische Wochenschrift (Schweiz. med. 
Wschr.] 81, 924-926, Sept. 22, 1951. 26 refs. 


Rabbit cornea was infected with herpes simplex virus 
or with vaccine Lancy. In both cases typical corneal 
lesions developed, in spite of the instillation of a 1% 
cortisone suspension at hourly intervals for 2 weeks. 
In 8 tuberculous cows 0:3 ml. of concentrated bovine 
tuberculin was instilled into both eyes. One eye was 
treated for 2 days with instillations of 1% or 2°5% corti- 
sone every 3 hours.- Typical inflammation developed in 
all cases in both eyes. 

The serum of a patient with hypersensitivity to insulin 
was used for a passive transfer test in 2 healthy persons. 
These received 200 mg. of cortisone on 2 consecutive days, 
but the passive transfer test remained positive. In 4 
normal subjects the skin was exposed to ultraviolet rays 
for 25 to 45 seconds. Cortisone cream (1%) applied 
immediately afterwards did not prevent erythema from 
appearing. H. Herxheimer 
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262. Some Observations on Endogenous Cortisone Ex- 
cretion in Man 

C. L. Cope, X. Boysen, and S. McCrae. British Medical 
Journal (Brit. med. J.] 2, 762-767, Sept. 29, 1951. 7 figs., 
11 refs. 


Endogenous cortisone excretion was estimated by 
comparing the fall in the eosinophil-cell count (in 
adrenalectomized mice) produced by urinary extracts 
with that produced by cortisone acetate. Cortisone and 
compound F are the only known substances that will 
produce such a fall, and as both have been isolated from 
urinary extracts prepared in a similar way the test is 
presumably specific. The extract will probably contain 
an unknown proportion of compound F, but the activity 
was expressed as if it were all due to cortisone. The 
volume and nature of the solvent are important, as slight 
variations in these affect the absorption from the sub- 
cutaneous site and consequently the eosinophil-cell 
response; 0-5 ml. of 20% propylene glycol was used in 
the present tests. Extracts of 12- to 48-hour collections 
of urine were injécted into 3 mice, and the mean per- 
centage fall in eosinophil count compared with that 
produced by injection of known quantities of cortisone 
(Cope, Brit. med. J., 1951, 1, 271). 

The daily excretion was 40 to 120 jg. in the absence 
of stress, and 170 to 320 yg. during “ medical *’ stress or 


during late pregnancy. When patients were injected 
with 100 mg. of ACTH daily there was a progressive rise 
to levels of 250 to 650 xg. per day. The injection or oral 
administration of cortisone increased the output within a 
day, but the extra activity in the urine only represented 
0:2% of the exogenous material. The cortisone output 
was subnormal in 7 cases of Addison’s disease and in 4 
of panhypopituitarism, never amounting to more than 
70 yg. a day and in 6 of the cases was undetectable. 

Ephedrine given orally (65 mg. thrice daily for 5 doses) 
to | patient doubled the cortisone output, but a lower 
dosage (32 mg. thrice daily) was incapable of maintaining 
an increased rate of output produced by ACTH treat- 
ment. 

It is concluded that the test is reliable enough to 
“* reveal the more gross variations of cortisone output in 
man ”’ and is probably a better index of adrenal function 
than the patient’s own eosinophil cell count or the 
chemical estimation of reducing steroids in the urine. 
Cases are discussed in which these tests did not agree 
with the rate of cortisone excretion. 

Peter C. Williams 


263. The Role of the Liver and Kidneys in the Meta- 
bolism of Intravenous Testosterone by Human Subjects 
C. D. West, F. H. TyLer, H. BRown, and L. T. SAMUELS. 
Journal of Clinical Endocrinology {J. clin. Endocrinol.) 11, 
897-912, Sept., 1951. 2 figs., 7 refs. 


Testosterone dissolved in human serum albumin 
solution was injected intravenously into 28 men in doses. 
of 147 to 186 mg., the injection taking 10 to 20 minutes; 
pyrexial reactions occurred in only 2 cases and lasted less 
than an hour. 

The concentration of testosterone (estimated as «,f- 
unsaturated ketosteroid) in the blood plasma was about 
10% of the theoretical maximum 5 minutes after the 
injection and less than 1% of this figure after an hour; 
the rate of fall in concentration was the same in normal 
subjects as in patients with cirrhosis of the liver or 
nephritis. Meanwhile conjugated 17-ketosteroids ap- 
peared in the plasma; in the normal subjects their con- 
centration was highest at the time of estimation (20 
minutes after the injection) and fell logarithmically 
during the following 14 hours, but in those with cirrhosis 
the concentration at 20 minutes was very much lower and 
was maintained or even increased during the following 
period. A very high concentration was found in a case 
of nephritis, presumably indicating failure of glomerular 
filtration. 

Three normal subjects excreted 74°, of the injected 
testosterone as extra 17-ketosteroid in the urine, 63% 
being excreted during the first day, mostly during the 
first 2 hours after the injection; cirrhotic patients 
excreted a much smaller proportion of the injected dose 
in this form. The normal rate of disappearance of 
testosterone from the circulation and the subnormal 
amounts of 17-ketosteroid in the blood and urine of 
patients with cirrhosis indicate that an alternative 
mechanism for the metabolic degradation of testosterone 
can make up for deficient conversion to 17-ketosteroid. 
Endogenous creatinine and 17-ketosteroid clearances 
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were very similar in both normal and cirrhotic subjects, 
suggesting that conjugated 17-ketosteroids are excreted 
by glomerular filtration with no reabsorption or secretion 
in the kidney. Peter C. Williams 


264. The Effect of the Chronic Administration of 
Adrenal Medullary Hormones to Man on Adrenocortical 
Function and the Renal Excretion of Electrolytes 

L. E. Duncan, D. H. Sotomon, M. P. NicHoLs, and 
E. ROSENBERG. Journal of Clinical Investigation [J. clin. 
Invest.) 30, 908-915, Sept., 1951. 33 refs. 


There have been several reports of increased adreno- 
cortical activity following acute or chronic administration 
of adrenaline to experimental animals and also after its 
acute administration to man. In the present paper is 
described a detailed study of the effects of chronic ad- 
ministration of adrenaline to man. 

Four patients, previously known to respond normally 
to ACTH, were kept under controlled conditions in a 
metabolism ward in a Baltimore hospital and given 
repeated injections of adrenaline over periods of 3 to 6 
days. The preparation employed contained 85% adrena- 
line and 15% noradrenaline (which does not produce 
eosinopenia), and was administered every 4 hours in 
0-4-mg. doses in saline or in 1-mg. doses in peanut oil. 
During the periods of administration of hormone, and 
also during control and recovery periods, the level of 
circulating eosinophils and the urinary excretion of 
steroids and uric acid were determined. At the same 
time the nitrogen, sodium, chloride, potassium, phos- 
phorus, and calcium balances were carefully estimated. 
All dietary, urinary, and blood analyses were carried out 
by standard methods. 

While receiving adrenaline 2 of the subjects showed a 
decrease in level of circulating eosinophils and a slight 
rise in excretion of urinary steroids; the other 2 showed 
no changes suggestive of increased adrenocortical activity. 
It is apparent that adrenaline as administered in this 
investigation is no more than a very weak chronic 
stimulus to adrenocortical activity. 

The changes in excretion of electrolytes indicated an 
alteration in renal function by some method other than 
adrenocortical stimulation. Urinary output of sodium, 
chloride, calcium, and uric acid was increased and that 
of potassium decreased, whereas enhanced cortical 
activity has the reverse effect on sodium, potassium, and 
chloride excretion. The authors consider that an 
alteration in tubular function may beresponsible for these 
changes in electrolyte excretion—a theory which is 
supported by evidence from other sources. 

Nancy Gough 


265. The Levels of 17-Hydroxycorticosteroids in Peri- 
pheral Blood of Human Subjects 

D. H. Netson, L. T. SAMueLs, D. G. WILLARDSON, 
and F. H. Tyter. Journal of Clinical Endocrinology 
clin. Endocrinol.| 11, 1021-1029, Sept., 1951. 6 figs., 
I! refs. 


The 17-hydroxycorticosteroids in the blood of normal 
subjects and patients with various diseases were assayed 
by extraction with chloroform-ether, partition between 


70% ethanol and hexane, chromatography on magnesium 
sulphate, and analysis by colorimetry on reaction with 
phenylhydrazine in sulphuric acid. The concentration 
in normal subjects was 4 to 1¢ yg. per 100 ml. of blood, 
and normal values were found in patients with rheuma- 
toid arthritis and a variety of other diseases of varying 
severity: the only abnormal findings were in 3 cases 
of Addison’s disease, in which there were no detect- 
able 17-hydroxycorticosteroids in the blood, and in 5 
dying patients whose blood contained 15 to 50 jug. per 
100 ml. Paper chromatography of the material showed 
that it consisted mostly of Compound F; Compound E 
was not present but Compound S might be. Arterio- 


venous differences in concentration of 17-hydroxycorti- 


costeroids, if present, were less than the error of the 
method (+-20%) even in areas of acute inflammation. 
The blood level was increased by the injection of ACTH, 
but the effect was short-lived unless the hormone was 
given by intravenous drip. The increased levels found 
in the dying patients were about equal to those produced 
by the intravenous infusion of 15 mg. of ACTH during 
24 hours. Peter C. Williams 


266. A Contribution to the Problem of Experimental 
Hyperparathyroidism. (K mpo6neme skcnepHMeHTasib- 
Horo runepnapaTupeosa) 

Z. B. Dotcina and P. M. KAPLAN. Apxue [Tamoaozuu 
[Arkh. Patol.] 13, No. 5, 28-33, Sept.—Oct., 1951. 2 figs., 
8 refs. 


The authors question the validity of the usual experi- 
mental methods of producing hyperparathyroidism by 
the administration of parathyroid extract and by the x-ray 
stimulation of the parathyroid glands: they prefer a 
mechanical irritation by means of a sterile thread suture 
introduced into the substance of the gland and left there 
for periods up to 8 months. When this procedure was 
carried out on rabbits (3), dogs (4), and rats (13), the 
most pronounced effect found in all the animals was 
hypercalcaemia, with a less constant hypophosphataemia. 
In rabbits the rise in blood calcium level began 7 to 10 — 
days after the operation and lasted in some cases for 
several months. The rats also reacted quite definitely 
and hypercalcaemia was observable 10 to 35 days after 
the operation. In dogs the hypercalcaemia was later in 
onset, less marked, and of shorter duration (14 to 24 
months). The degree of hypercalcaemia induced varied 
with individuals as well as with species : thus in some 
rabbits the maximum blood calcium level reached was 
30 to 40% above the normal value, whereas in others 
it did not rise by more than 15 or 20%. (Normal 
variations of blood calcium level in rabbits were allowed 
for.) 

In an additional experiment on an unspecified number 
of rabbits 3 of the 4 parathyroid glands of each animal 
were removed and a sterile thread introduced into the 
remaining gland of some, the others acting as controls. 
The hypocalcaemia following this partial parathyroidec- 
tomy is said to have been much more pronounced in the 
control group. 

[The value of the paper is considerably reduced by 
inadequate numerical data.] A. Swan 
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ENDOCRINE DISORDERS 


THYROID GLAND 


267. Serum-creatine in Disease of the Thyroid 
W. J. GrirritHs. Lancet [Lancet] 2, 467-470, Sept. 15, 
1951. 1 fig., 18 refs. 


Fasting serum creatine levels and basal metabolic rates 
(B.M.R.) were estimated in 90 subjects (82 men and 8 
women) aged 21 to 75 years at St. Thomas’s Hospital, 
London. All were suspected of having thyroid disease; 
a few had received iodine or thiouracil compounds shortly 
before testing, but the majority had been treated either 
many weeks previously or not at all. Creatine levels 
were determined by the method of Peters (J. biol. Chem.; 
1942, 146, 179). Sixty cases had raised serum-creatine 
levels (>0-6 mg. per 100 ml.); 34 of these had raised 
B.M.R. (>+ 15%) and all but one of the remainder had 
other evidence of hyperthyroidism. Of the 30 cases 
with normal serum creatine level, 29 had normal or 
low B.M.R. and none was clinically hyperthyroid. It is 
emphasized that these relationships may not hold in the 
period following partial thyroidectomy or thiouracil treat- 
ment, since the fall in the serum creatine level may 
precede that in the B.M.R. It is of interest that in 2 
additional cases with raised B.M.R. associated with 
cardiac failure, serum creatine levels were normal. 

The author concludes that in the untreated patient 
thyroid dysfunction appears to be excluded by a normal 
fasting serum creatine level (with a normal B.M.R.), 
and to be strongly suggested by a raised creatine level, 
even in the presence of a normal B.M.R. 

H. McC. Giles 


268. Muscular Wasting of Obscure Origin and the 
Thyroid Gland 

K. L. Zierver. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 89, 263-280, Oct., 1951. 
1 fig., 26 refs. 


The author refers to cases of muscular wasting as- 
sociated with thyrotoxicosis reported in the literature 


and describes 10 cases of his own. The patients were 
mostly males and over 50 years of age. The thyroid 
gland was of normal size in 8, and only | patient had an 
obvious goitre. MUsually symptoms had been present 
between 2 and 9 months before the patient first sought 
advice, but closer investigation often revealed that there 
had been gradual loss of weight or episodes of tachycardia 
for 5 years or more previously. The wasting was often 
severe, amounting to 25% of the body weight. The pulse 
rate varied between 80 and 110 and the systolic blood 
pressure tended to be raised. The skin was loose, fine, 
smooth, and warm, and in one instance pigmentation 
suggestive of Addison’s disease was present. Emotional 
instability, weakness, and anorexia were common. Asa 
rule the eyes were not abnormal, but weakness of con- 
vergence occurred in 2 cases and lid lag in 1: slight 
exophthalmos was present in 4 cases. The muscle 
wasting and weakness was generalized, but especially 
noticeable in the temporalis muscles and in the shoulder- 
girdle muscles. Muscle fasciculation was sometimes 
present. Deep reflexes were occasionally brisk, but more 


often sluggish. The plantar response was extensor in 


1 patient. Sensation was never affected. Apart from 
the muscular weakness and wasting, the other symptoms 
were so variable and often so slight that the diagnosis of 
thyrotoxicosis was commonly missed. This was the 
case on first examination in 5 of the 10 patients. 

A remarkable feature was the patients’ failure to 
excrete creatine at all or in quantities above normal 
for their age. Creatinuria is a constant finding in thyro- 
toxicosis, and thyrotoxicosis associated with severe muscle 
wasting might be expected to be accompanied by greatly 
increased creatinuria, since 95°% of the body’s creatine is 
located in skeletal muscle. It is suggested that this 
failure to excrete creatine in the expected amounts was 
due to a failure in the velocity of creatine synthesis in 
the liver; evidence of impaired liver function was found 
in many of the patients. Creatinine excretion was also 
reduced, as anticipated, since creatinine output, which is 
relatively constant and proportional to body weight in the 
normal individual, is reduced in proportion to muscle 
wasting from any cause. Impaired creatine tolerance 
was observed in 5 patients and was similar to that which 
occurs in thyrotoxicosis. These findings are similar to 
those in Addison’s disease, but various tests of adrenal 
cortical function gave normal results. 

Treatment of the thyrotoxicosis resulted in recovery 
of lost weight and of muscle weakness and wasting and 
return to a normal level of creatinine excretion in the. 
urine. A. C. Crooke 


269. Results of Propylthiouracil Therapy for Hyper- 
thyroidism 

E. P. McCuLLaGu, D. C. HUmpnrey, C. J. MCGARVEY, 
and V. SUNDGREN. Journal of the American Medical 
Association {J. Amer. med. Ass.| 147, 106-110, Sept. 8, 
1951. 2 refs. 


In this paper are summarized the results obtained with 
propylthiouracil in 179 hyperthyroid patients, most of 
whom have been observed for at least 2 years. In the 
earlier-treated patients the dose of propylthiouracil was 


_ 200 mg. or less, but in those treated later it was increased 


to 300 mg. and even 400 mg. per day. In addition most 
of the patients received 10 to 20 mg. of iodine a day 
concurrently with the propylthiouracil. If it was found 
that the dose of propylthiouracil was very critical and 
that a small reduction in the amount of drug resulted in 
a return of abnormal thyroid activity whereas a slight 
increase resulted in too low a basal metabolic rate, then 
the larger dose was given together with enough thyroid 
extract to maintain a normal metabolic rate. 

Of the 179 patients, 38 could not be included in the 
study because they were treated with propylthiouracil 
continuously or as a preliminary to surgery. Of the 
remaining 141 patients, in 17 a satisfactory state of control 
was never attained with the drug, for a variety of reasons, 
but they are nevertheless included in the figures given for 
relapse rates. Remission was defined as “* a complete 
freedom from symptoms and signs of hyperthyroidism 
and a basal metabolic rate of less than + 10%"; and 
relapse as “a rise in basal metabolic rate to +.10% or 
higher with recurrence of symptoms of hyperthyroidism 


after the drug had been discontinued *’. On this basis 
it was found that of the 141 patients 70 had remained in 
remission up to the time of writing, and in 71 cases either 
the condition was incompletely controlled or the patient 
had relapsed. One of the most important factors which 
appeared to influence the relapse rate was the type of 
goitre, relapse occurring much more frequently (66%) in 
cases of nodular goitre than in those of diffuse goitre 
(38%). Relapse also frequently occurred in those 
patients who had previously relapsed after a thyroidec- 
tomy. Sex and the severity of the hyperthyroidisim did 
not appear to influence the relapse rate; nor did the rate 
of response to a given dose of propylthiouracil or the 
duration of maintenance of control seem to be of great 
importance in this respect. It appeared, however, that 
there was more chance of a sustained remission occurring 
in those patients with a small or medium-sized goitre 
than in those with a greatly enlarged thyroid gland. 
G. A. Smart 


270. Treatment of Acute Thyroiditis with Antithyroid 
Drugs 

W.S. ReEveNo and H. RoseENBAUM. New England Journal 
of Medicine [New Engl. J. Med.| 245, 264-366, Sept. 6, 
1951. 12 refs.. 


The authors have treated 3 cases of acute thyroiditis 
with antithyroid drugs. They discuss the symptoms of 
the disease and agree it is a self-limiting condition which 
may follow an infection and occurs chiefly in women 
with or without a goitre and with symptoms of hyper- 
thyroidism sometimes present. Their patients were all 
women, one of whom had had 8 teeth extracted shortly 
before, but in the others no infection had been noted. 
In only 1 case was there fever, but the others had tachy- 
cardia. The first patient had been ill for 12 weeks, and 
had been treated with Lugol’s iodine solution for 5 weeks 
without effect. The second was ill for 5 weeks and had 
received penicillin and chloramphenicol, but had not 
responded. In the third case 4 weeks had elapsed before 
an antithyroid drug was given, as she was at first 
diagnosed as having temporo-mandibular arthritis. 
Thiouracil, 0-1 g. 3 times a day, was given to the first 
patient. The other 2 were treated with “ tapazol” 
(l-methyl-2-mercapto-imidazole), 5 mg. 3 times a day in 
one case, and 5 mg. twice daily in the other. Im- 
provement was seen in the first case after 12 days, 
but the thiouracil was continued for | month. The 
second patient was better in 12 days, and tapazol was 
reduced to 5 mg. daily for the rest of the course. The 
third recovered in 9 days [but as in the second case, 
the length of the course is not stated]. A secondary 
anaemia was present and grew worse during treatment 
in the second patient, who later became myxoedematous ; 
when given 30 mg. daily of thyroid extract she remained 
in good health. The others showed no residual dis- 
abilities. 

The authors comment on other forms of treatment; 
(hey are of the opinion that operation is rarely indicated, 
and that x-ray therapy is liable to cause myxoedema. 
They advocate further trials of antithyroid drugs in this 
condition, R. St. J. D. Buxton 


THYROID GLAND 
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271. Antithyroid Activity of 2-Carbethoxythio-1-methyl- 
glyoxaline 

A. Lawson, C. RIMINGTON, and C. E. SEARLE. Lancet 
[Lancet] 2, 619-621, Oct. 6, 1951. 9 refs. 


Mercaptoglyoxaline derivatives have greater anti- 
thyroid activity than thiouracil. The authors have pre- 
pared carbethoxy derivatives in the hope of finding 
a compound with a more prolonged action. 2-Carb- 
ethoxythio-l-methylglyoxaline °°) is tasteless. 
It has an acute toxicity to mice of the same order as 
that of thiouracil. When 0-01°%% of the drug was in- 
corporated in the diet of young rats they grew at the 
normal rate for 10 days and then more slowly. After 
29 days of treatment the thyroid glands of the animals 
concentrated only 11:5°% as much of a dose of 1 yc. of 
radioactive iodine given intraperitoneally as those of a 
group of control animals. The thyroid glands were 
found to be hypertrophied. The antithyroid activities 
of single doses of C.G.1 and other mercaptoglyoxalines 
were compared with that of thiouracil by giving a dose 
of radioactive iodine | hour after a dose of the anti- 
thyroid drug: 4 hours later the rats were killed ang the 
amounts of iodine concentrated in the thyroids deter- 
mined. C.G.1 and were 
equally active in depressing the uptake of iodine, and 
were much more active than 2-mercaptoglyoxaline or 
thiouracil. When the dose of radioactive iodine was 
given 20 hours after the dose of antithyroid drug the 
effects of C.G.1 and 2-mercapto-1-methylglyoxaline were 
very much less, but still approximately equal. 

In rats the hydrolysis of the carbethoxy group in C.G.1 
to the thiol is therefore rapid. In human volunteers 
C.G.1 produced a greater inhibition of radioactive iodine 
uptake by the thyroid than 2-mercapto-l-methylgly- 
oxaline. L. G. Goodwin 


272. Treatment of Thyrotoxicosis with 2-Carbethoxy- 
thio-1-methylglyoxaline (C.G.1) 

A. Lawson and G. Barry. Lancet [Lancet] 2, 621, 
Oct. 6, 1951. 


At the Royal Free Hospital, London, ** C.G.1”’ was 
administered in amounts of 10 mg. daily, divided into 
5 doses, to 11 patients with primary thyrotoxicosis. In 
all patients there was rapid improvement in the general 
condition and sense of well-being. The basal metabolic 
rate fell in the course of 3 to 5 weeks, but fall in pulse 
rate and increase in weight were less striking. There was 
no discomfort in the neck, and no increase in size, hard- 
ness, or vascularity of the thyroid gland was detected. 
Occasionally the number of circulating polymorpho- 
nuclear leucocytes decreased, but was restored by giving 
pyridoscine and penicillin. 

When C.G.1 was used as the only treatment for thyro- 
toxicosis 10 mg. a day was necessary to maintain the 
improvement. [It is not stated how long the treatment 
was continued.] Thyroidectomy was performed on 6 
patients after a course of 3 to 5 weeks’ treatment with 
C.G.1. The operative difficulties were no greater than 
in untreated patients, and none of the glands became 
hard, friable, and vascular, changes occurring after freat- 
ment with thiouracil. L. G. Goodwin 
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Diseases of the Skin 


273. Tissue Therapy in Dermatology. (Place actuelle 
de la thérapeutique tissulaire en dermatologie) 

J. GATE and R. VACHON. Annales de Dermatologie et de 
Syphiligraphie [Ann. Derm. Syph., Paris) 78, 545-550, 
Sept.—Oct., 1951. 28 refs. 

The authors report the results of 3 years’ experience of 
the use of placental tissue implants in dermatological 
practice. Patients treated included those with psoriasis, 
leg ulcers, radiodermatitis, necrotic capillaritis, and 
arteritic syndromes. [The results appear to be neither 
spectacular nor convincing. ] James Marshall 


274. Xanthelasma Palpebrarum: a Tumour of Seba- 
ceous Glands 

E. Woxrr. British Journal of Dermatology [Brit. J. 
Dewn.| 63, 296-302, Aug.—Sept., 1951. 9 figs., 7 refs. 


e author believes that xanthelasma palpebrarum is a 
tumour or outgrowth of unicellular sebaceous glands 
which he considers are present in the basal layer of the 
epidermis. These cells are the same as those known as 
Masson’s clear cells. The author considers that these 
cells become foam cells and identical with the Touton 
giant cells, containing similar cholesterol esters. He 
thinks that the skin of the inner side of the eyelid, con- 
taining few hairs and numerous unicellular sebaceous 
glands, is for this reason the site of xanthelasma palpe- 
brarum, especially in the female. S. T. Anning 


275. Mixed Tumours of the Skin: Criteria for Diagnosis 
L. G. KHEDROO and P. A. CasELLa. Surgery [Surgery] 
30, 674-683, Oct., 1951. 3 figs., 23 refs. 


The authors report 2 cases of mixed tumour of the 
skin. 

The first was that of a man who had a mass 10 mm. x 
7 mm., of 24 years’ duration, on the side of the nose. 
Its histology [which is well illustrated] exactly resembled 
that of a mixed salivary tumour. The second case was 
that of a man of 37 who had had a mass 50 mm. x 30 mm. 
situated over the occiput for 12 years. Its histological 
appearance is described as mixed, with epithelial elements 
** in the form of islands and cords with epithelial * pearl ’ 
formation ’’, and mesodermal elements in the form of 
** myxomatous tissue, edematous fibrous tissue, and peri- 
endothelial epithelial proliferation’’. [The nature of 
this tumour is difficult to establish either from the de- 
scription or from the excellent illustrations: a large, old, 
hidradenoma with extensive secondary degenerative 
changes seems the most probable diagnosis.] 

A review of 36 similar cases which the authors have 
collected from the literature shows that they have no 
striking clinical characteristics: diagnosis can be made 
only on the histology. The scalp and the hand are the 
commonest sites. Growth is slow and recurrence not 
recorded. [The authors’ criteria for diagnosis are 
invalidated by their failure to distinguish between 


‘*mixed tumours’’, in the general sense of tumours 
containing elements of more than one germ layer, and 
** mixed salivary tumours *’, in which the term “* mixed ” 
describes a specific histological pattern.] . 

Bernard Lennox 


276. The Erysipeloid of Rosenbach 

J. E. L. Price and W. E. J. BENNETT. British Medical 
Journal [Brit. med. J.] 2, 1060-1062, Nov. 3, 1951. 
2 figs., 12 refs. 


The authors review 2 series of cases of erysipeloid seen 
at King’s College Hospital, London—31 cases in 1948 
and 20 cases in 1949. The incidence was highest in 
September and October. The clinical appearances were 
uniform in all the cases and consisted in a well-defined 
dusky inflammation of the skin and subcutaneous tissue 
affecting a finger or part of the hand, the area not being 
particularly tender on palpation or associated with 
ascending lymphangitis as in pyogenic infections. The 
patients were mostly employed as housewives, fish- 
mongers, butchers, or poulterers, and skate was the fish 
chiefly implicated. One case followed a cat-scratch. 
All cases were treated with penicillin by injection, with 
rapid improvement. Relapses, however, were frequent 
if penicillin administration was stopped before all symp- 
toms and signs, such as discoloration and stiffness, had 
disappeared. 

The authors conclude that erysipeloid is not un- 
common, but that the diagnosis is probably often missed. 

E. W. Prosser Thomas 


277. The Bacteriology of Erysipeloid 

P. H. A. SNEATH, J. D. ABsBott, and A. C. CUNLIFFE. 
British Medical Journal (Brit. med. J.] 2, 1063-1066, 
Nov. 3, 1951. 36 refs. 


Whole-skin biopsies, which were taken from the 
spreading edge of the erysipeloid in each of the second 
of the 2 series of cases reported by Price and Bennett 
(see Abstract 276), were cultured and the organisms 
isolated examined in detail. Of the 20 specimens, 
however, only 7 were positive for Erysipelothrix rhusio- 
pathiae which, though easily cultivated when once 
isolated, is apparently difficult to grow from human 
erysipeloid by the usual methods of sampling. The 7 
strains were culturally and biochemically homogeneous, 
and indistinguishable from veterinary strains. Sensi- 
tivity tests were carried out in vitro to various dyes and 
antibiotics and showed that all strains were susceptible 
to aureomycin and chloramphenicol as well as to 
penicillin, but were resistant to sulphonamides, thus 
confirming clinical experience. It would appear that 
E. rhusiopathiae may be more widely distributed in the 
animal kingdom than was formerly thought, and that 
the organism may lead a saprophytic existence outside 
the body. E. W. Prosser Thomas 
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DISEASES OF THE SKIN 


278. Mycotic Gumma of the Neck due to Malbranchea 
pulchella. (Gomme mycosique du cou par’ Malbranchea 
pulchella) 

X. VILANOVA, J. ESTELLER, and M. CASANOVAS. Annales 
de Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris) 78, 566-569, Sept.—Oct., 1951. 2 figs. 


The authors describe a case of mycotic gumma of the 
neck due to Malbranchea pulchella. The patient, an 
agricultural worker, had a fluctuant tumour under the 
left jaw and a small, crusted, infiltrated lesion on the 
chin. Details of the fungus and culture methods are 
given. Cure was obtained with injections of a sodium 
iodide preparation. James Marshall 


279. Spontaneous Cure of Tinea Capitis due to Micro- 
sporon audouini 

W. E. Laur. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 64; 364-366, Sept., 1951. 
2 refs. 


It has often been pointed out that tinea capitis caused 
by Microsporum audouini resolves spontaneously at the 
age of puberty, but so far as is known only Livingood 
and Pillsbury have referred to the possibility of spon- 
taneous cure before puberty. The present author has 
noticed in Detroit that prepubertal children with tinea 
capitis due to M. audouini who had not been seen for 
1 or 2 years would return free from infection even without 
treatment. In all, 109 children were investigated. All 
of them had proved tinea capitis caused by M. audouini 
3 to 4 years previously and they were examined under 
Wood's light to determine the presence or absence of 
fluorescent hairs. For the purposes of the investigation 
the age of 12 years was taken as the age of puberty. 
There were 61 children in this group, 18 of whom had 
been adequately treated and 43 had not. Of the 18, 
13 showed no fluorescent hairs and the rest only a few 
fluorescent hairs. Of the 43 inadequately treated children 
28 showed no fluorescent hairs and the rest showed only 
afew. This represents a cure rate of approximately 65%, 
which is almost twice that of Livingood and Pillsbury. 
The higher rate of cure may be accounted for by the fact 
that in the present author’s series 34 to 4 years had 
elapsed before re-examination, whereas in the series of 
Livingood and Pillsbury the interval was considerably 
shorter. H. S. Laird 


280. Psychosomatic Aspects of Psoriasis. (Psycho- 
somatique et psoriasis) 

M. BoLGERT, R. Poisson, and M. SouLf. (Annales de 
Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 78, 570-571, Sept.—Oct., 1951. 1 ref. 


This paper is of the nature of an addendum to a 
previous article by the authors (Ann. Derm. Syph., Paris, 
1951, 78, 273), bringing the number of cases studied to 
75, in 67% of which there was a clear correlation between 
attacks of psoriasis and such episodes as repeated frustra- 
tions or aggressions. The thematic apperception test in 
young patients revealed profound affective disorders, 
often related to family conflicts. The Rorschach test 
gave similar results in all cases with marked pathological 
changes. James Marshall 


75 


281. Observations on Treatment Mechanisms in Psori- 
asis with Special Reference to Terramycin 

J. H. Stokes and W. T. Forp. Journal.of Investigative 
Dermatology {J. invest. Derm.] 17, 171-176, Sept., 1951. 
5 refs. 


Two patients with chronic psoriasis showed a dramatic 
response to terramycin in doses of 250 mg. 4 times a day, 
increased in 1 case to 12 times daily. A review of the 
good response of these patients to previous treatment, 
including dietetic and shock therapy, emphasizes the 
difficulty of assessing the value and the mechanism of 
the treatment. John T. Ingram 


282. Generalized Erythrodermia Occurring in a Case of 
Psoriasis on Treatment with Adrenocorticotropic Hormone 
(ACTH) 

D. CouEN and I. H. DisTELHEIM. Journal of Investigative 
Dermatology [J. invest. Derm.] 17, 61-33, Aug., 1951. 
2 figs., 6 refs. 


283. Twelve Cases of Dermatitis Herpetiformis. (Sur 
douze cas de maladie de Diihring) 

J. WATRIN and P. JEANDIDIER. Annales de Dermatologic 
et de Syphiligraphie [Ann. Derm. Syph., Paris] 78, 55\1- 
565, Sept.—Oct., 1951. 5 figs. 


This paper contains a full description of 12 cases of 
dermatitis herpetiformis; 4 of the patients died and 
only 1 appears to have been cured. One patient also 
had a neoplasm of the lung, and cancer was suspected in 
2 others. In 5 cases eczema was associated with the 
disease; 3 patients had seborrhoeic dermatitis before 
the appearance of bullous lesions; 1 patient with mixed 
diseases had a terminal erythroderma, and in another 
the condition began as a rubber sensitization. Such an 
association suggests the possibility that dermatitis her- 
petiformis may have an allergic origin. 

James Marshall 


284. - The Association of Generalized Erythrodermia 
with Superficial Lymphadenopathy. (Lipomelanic Reticu- 
losis) 

A. Jarrett and H. S. Keietr. British Journal of 
Dermatology {Brit. J. Derm] 63, 343-362, Oct., 1951. 
8 figs., 30 refs. 


The term “ lipomelanic reticulosis ’’ was first used by 
Pautrier and Woringer in 1937 when describing in detail 
the histological changes occurring in the enlarged lymph 
nodes of 11 patients suffering from a variety of generalized 
skin eruptions. In this excellent article, 16 cases of 
generalized erythroderma with lymph-node enlargement 
are described; in each case biopsy of the whole node 
showed a characteristic histological picture. Of the 3 
female and 13 male patients, all but 2 were over 40 
years of age and all except 1 had a localized eruption © 
before developing a generalized erythroderma; the 
exception was a patient with generalized exfoliative 
dermatitis following intravenous therapy with an 
arsenical preparation. All the patients had severe irrita- 
tion, attacks of drenching perspiration, and a raised pulse 
rate, but only 1 was febrile. The superficial lymph 
nodes were palpable, the inguinal group being the most 
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enlarged and the cervical group the least. Radiography 
of the chest showed no evidence of enlarged hilar nodes, 
and there was no clinical evidence of enlargement of 
the liver or spleen. Blood counts showed eosinophilia 
ranging from 3% to 33%, and usually the degree of 
eosinophilia corresponded with the activity of the skin 
condition; also those cases with a high eosinophil count 
showed most eosinophils in the lymph nodes; 4 patients 
died and post-mortem examinations were performed on 
3 of these. . 

The lymph-node biopsy sections were stained with 
haematoxylin and eosin, reticulin impregnation, silver 
stain for melanin, and for collagen and iron. 
also tested for melanin by bleaching with chlorine and 
in 7 cases frozen sections were made and stained for fat. 
Each case examined showed a similar picture. Macro- 
scopically, the stained section often showed large pale- 
staining cortical areas, and microscopically these were 
the most typical feature, being formed by diffuse zones 
or lobules of cells with lightly stained nuclei, replacing 
the lymphoid cells in the cortex. The cortical follicles 
varied considerably in distribution and size but were 
usually widely separated by the intervening areas of pale 
cells. Most of the follicles had a hypertrophic centre 
surrounded by a very narrow rim of lymphocytes. The 
capsule of the node was intact and the marginal sinus 
was normal, but the radial sinuses were often obliterated 
by the light areas. The central portion of the node was 
less characteristic. The pale cells had a weakly eosino- 
philic cytoplasm and a large oval or elongated nucleus. 
The nuclear membrane was often plicated or twisted, the 
chromatin poorly stained and diffuse, and a small 
nucleolus was present. The cells appeared to be reti- 
culum cells of histiocytic type. The typical cortical 
zones consisted mainly of these cells mingled with 
lymphocytes. In’ a few cases the collection of histio- 
cytes extended towards the centre of the node, forming 
** pseudo-follicles **. Many nodes showed deposits of 
melanin in and around some of the histiocytes, and in 
some cases fat-laden histiocytes were seen. Reticulin 
fibres were scanty in the histiocytic areas and there was 
only a little collagen in the gland. 

The presence of fat and melanin was not a constant 
feature, and the authors prefer the name “* dermatopathic 
lymphadenitis **, introduced by Hurwitt in 1942. The 
differential diagnosis is fully discussed and although the 
condition is most probably reversible, its possible pro- 
gression to one of the malignant reticuloses cannot be 
categorically denied. It is concluded that the lympha- 
denopathy is secondary to the generalized skin condi- 
tion, and this condition is much more common than a 
study of the literature seems to suggest. 

H. R. Vickers 


285. Treatment of Lupus Erythematosus with Mepacrine 
F. Pace. Lancet [Lancet] 2, 755-758, Oct. 27, 1951. 
1 ref. 


The author describes a series of 18 cases of lupus 
erythematosus treated with mepacrine at the Middlesex 
Hospital, London, but points out that any new remedy 
for a chronic relapsing disorder should be viewed with 
suspicion and critically assessed. 


Some were 


As treatment was empirical and the series small, no 
definite scherhe of dosage could be suggested. In some 
cases striking improvement followed the administration 
of mepacrine hydrochloride, 100 mg. daily by mouth, 
whereas no change was observed in other cases with less 
than 300 mg. daily. The degree of improvement seemed 


_ related to the amount of skin-staining with mepacrine. 


At present the dose used is 300 mg. daily until the skin 
becomes stained, then 100 mg. daily as a maintenance 
dose. The duration of treatment varied with the clinical 
progress and the degree of skin discoloration. It is 
pointed out that this discoloration persists for a long 
time after stopping treatment, and improvement has 
sometimes been most rapid during this period. In some 
cases treatment for 6 weeks sufficed, and seldom needed 
to be continued for longer than 3 months. In other 
cases repeated courses of a month’s duration followed 
by rest periods of a month have been tried. In a few 
cases in which there was an exacerbation after initial 
improvement further treatment was as successful as on 
the first occasion. 

The author describes the clinical effect of mepacrine 
on the skin. There is a gradual onset of sallowness 
which leads to a varying amount of yellow or brown 
staining. At the same time the skin lesions become less 
obvious as the erythema is replaced by a brownish pig- 
ment, which merges less obtrusively into the surrounding 
sallow skin than does the erythema into normal skin. 
The scar tissue loses its whiteness; the active edges of 
the lesions surrounding scar tissue become quiescent; 
fresh lesions become flat and often scaly; follicular 
plugs, and finally thickening and induration of the skin, 
disappear. It may as a result be difficult to see where 
the lesion has been. When treatment is discontinued the 
skin gradually returns to normal colour and the brownish 
discoloration of any remaining lesions also clears. The 
cosmetic result is good. It has also been noted that the 
irritation is rapidly relieved by mepacrine treatment. 

Of the series of 18 cases, results varied from excellent 
to good in 14 cases; 1 case showed improvement, but in 
3 cases initial improvement was not maintained when the 
dose was reduced from 0-1 g. twice daily to 0-1 g. daily. 
On resuming the higher dose no further improvement 
took place. The only serious complication seen was 
hyperkeratosis, mainly of the upper limbs with intense 
irritation. This was probably due to acquired sensitivity 
to the drug. A number of possibly severe toxic re- 
actions to mepacrine are listed, but the author remarks 
that these are fortunately very rare. [This observation 
will be supported by anyone with experience of service 
during the late war in areas where suppressive mepacrine 
was taken.] 

In the opinion of the author, as the courses are short 
and the results of treatment compare well with those with 
gold and bismuth, the toxic effects of which are well 
known, the use of mepacrine is fully justified. He 
suggests 3 possible ways in which mepacrine may act in 
lupus erythematosus: it may reduce the light sensitivity 
of the skin; or it may act in a similar way to ACTH or 
cortisone: or it may antagonize adenyl compounds pro- 
duced by local or generalized lesions of the disease. 

H. S. Laird 
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Venereal Diseases 


286. The Production of Herxheimer Reactions by In- 
jection of Immune Serum in Rabbits with Experimental 
Syphilis 

W.H. SHELDON, A. HEYMAN, and L. D. EvANs. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 35, 405-410, Sept., 1951. 3 figs., 3 refs. 


The Nichols strain of Treponema pallidum was used to 
produce a syphilitic infection in adult male albino rabbits. 
An inoculum was prepared by adding 20 to 25 ml. of 
physiological saline to 2 testicular syphilomata and 
emulsifying in a Waring blender. After being lightly 
centrifuged the supernatant fluid was shown to contain 
34,000,000 spirochaetes per ml.; 0-1 ml. of this fluid was 
injected intradermally into 6 to 12 sites on the backs of 
12 rabbits and 1-5 to 2-5 ml. was injected intravenously. 

A pool was prepared of serum obtained from several 
rabbits with untreated syphilis of 8 to 12 weeks’ duration, 
all showing a positive Kahn reaction. A pool of control 
serum from non-syphilitic rabbits was also prepared. 

In 2 to 7 days from the appearance of the skin syphilo- 
mata 6 of the 12 rabbits were given intravenously 70 ml. 
of pooled serum from syphilitic rabbits and 6 received 
an equal amount of non-syphilitic serum. Individual 
syphilomata were excised before the injection of serum 
and again 2, 4, 6, and 8 hours afterwards and sections 
were prepared. Specimens taken from 5 of the 6 animals 
which received syphilitic serum showed a diffuse poly- 
morphonuclear leucocytic infiltration similar to that 
observed in the Herxheimer reaction with penicillin. 
This appeared within 4 hours, but was most marked 
within 6 to 8 hours. No changes were noted in the 
specimens taken from one animal and from the 6 controls. 

It is considered that the destruction of spirochaetes is 
part of the pathogenesis of the Herxheimer reaction, and 
this is aided by hypersensitization. Photomicrographs 
depicting the histological changes are reproduced. 

R. R. Willcox 


287. Production of Herxheimer-like Reactions in Rab- 
bits with Spirillum minus Infections by Administration of 
Penicillin or Immune Serum 

W.H. SHELDON, A. HEYMAN, and L. D. EvANs. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.] 35, 411-415, Sept., 1951. 3 figs., 5 refs. 


An acute exacerbation of clinical manifestations 
resembling the Jarisch-Herxheimer reaction of treated 
syphilis is occasionally noted 4 to 8 hours after the be- 
ginning of treatment in patients with ratbite fever. 

From the tails of mice in which a strain of Spirillum 
minus had been maintained 10 to 12 drops of blood were 
withdrawn and diluted with | ml. of physiological saline. 
Three rabbits received 0-1 ml. of this intradermally and 
3 ml. intravenously. Flat, haemorrhagic, ulcerating 
areas, which rapidly became diffuse, developed 2 to 3 
weeks later at the site of inoculation, and from these 
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Sp. minus was isolated. The rabbits were then given 
intravenous injections of 4,000 units of crystalline benzyl 
penicillin; biopsy specimens were taken before and 2, 4, 
6, and 8 hours after the administration of the penicillin. 
Specimens taken before treatment showed oedema and a 
marked infiltration of the corium with large mononuclear 
cells; the adjacent tissue was infiltrated with polymor- 
phonuclear leucocytes. In all 3 rabbits polymorpho- 
nuclear leucocytes infiltrated the lesions, the appearances 
resembling those of a syphilitic lesion treated with peni- 
cillin; this occurred within 4 hours and reached a peak 
in 6 to 8 hours. 

When 0-3 ml. of serum obtained from rabbits with 
active Sp. minus infections was mixed with 0-1 ml. of 
cardiac blood of mice infected with Sp. minus the 
spirochaetes in the blood became immobile within 15 
to 20 minutes and disappeared within 30 minutes, 
whereas control preparations with normal serum showed 
motile spirilla for 2 hours. 

Four other rabbits were infected with. Sp. minus, and 
5 days after the appearance of diffuse skin lesions 2 
animals were each given an intravenous injection of 70 
ml. of serum of rabbits with an untreated Sp. minus 
infection and 2 other rabbits received an equal amount 
of sterile pooled serum from normal rabbits. Skin 
lesions were excised from all 4 animals before the 
administration of serum and again 4 and 8 hours after- 
wards. The specimens taken after the serum had been 
given showed a diffuse polymorphonuclear leucocytic 
infiltration as occurs in syphilitic lesions following peni- 
cillin treatment, whereas no such changes were observed 
in specimens taken before the administration of serum or 
from those animals receiving normal serum. ° 

It is considered that destruction of Sp. minus, either 
by penicillin or by antibody, is an important factor in the 
pathogenesis of this Herxheimer-like reaction. 

R. R. Willcox 


See also Disorders of the Nervous System, Abstract 
322. 


288. Aureomycin in the Treatment of Gonorrhea in the 
Male: Further Observations 

R. C. V. RoBinson and W. P. GALEN. American Journal 
of Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 35, 488-489, Sept., 1951. 3 refs. 


The authors record the results of treating gonorrhoea 
in the male with single oral doses of aureomycin. 
patients given 0-5 or 0-75 g. 7 remained uncured. A 
further 120 patients received 1-0, 1-5, or 2-0 g., and of 
these 95 (79%) were cured. The authors consider that 
this ** cure rate “* does not approach that of 95°%% attained 
by them with 75,000 units of procaine penicillin in oil. 
[The criteria of cure are not stated.] 

G. L. M. McElligott 


Of 13 - 


no 
me 
ion 
th, 
less 
ned 
ine. 
kin 
nce 
ical 
is 
ong 
has 
yme 
ded 
her 
wed 
few 
itial 
on 
rine 
ness 
own 
less 
pig- 
jing 
kin. 
s of 
ent: 
ular 
kin, 
here 
| the 
nish 
The 
the 
lent 
it in 
the 
aily. 
nent 
was 
ense 
re- | 
arks 
tion 
rvice 
rine 
hort 
with 
well 
He 
ct in 
ivity 
H or 
pro- 
rd 


Disorders of the Locomotor System 


289. Periodic Arthralgia in Twenty-three Members of 
Five Generations of a Family 

H. A. REIMANN and A. P. ANGELIDES. Journal of the 
American Medical Association |J. Amer. med. Ass.] 146, 
713-716, June 23, 1951. 1 fig., 22 refs. 


The authors report the occurrence of the syndrome of 
periodic arthralgia in 23 individuals in 5 generations of 
a family. This syndrome is characterized by regular 
attacks of arthritic pain, usually in one or both knees 
and often also in other joints of the limbs. There may 
be an associated stiffness of the joint and occasionally 
effusion. In some cases multiple petechiae in the skin 
are also present. The episodes recur at regular intervals 
of 7 to 21 days and last several days. There is generally 
no fever. Two affected members of the family were 
studied in detail in hospital, and 6 were interviewed in 
their homes; information about the rest was obtained by 
questionary. 

The disorder was strikingly uniform in character in 
the affected members of this family. It began in most 
cases in infancy or childhood and appeared to persist 
throughout life (in one case for 80 years); it tended to 
become less severe and less frequent as age advanced. 

The familial distribution is typical of a simple dominant 
(heterozygous) Mendelian character. Harry Harris 


RHEUMATIC FEVER 


290. The Treatment of Acute Rheumatism with Corti- 
sone and ACTH. (Traitement de la maladie de Bouillaud 
par la cortisone et ACTH) 

F. Coste and M. Oury. Presse Médicale (Pr. méd.] 59, 
1493-1496, Nov. 14, 1951. 12 refs. 


In this valuable article the authors give provisional 
answers, based on their own observations in 43 cases and 
the published experience of others, to a number of 
questions concerning the treatment of rheumatic fever 
with cortisone and ACTH. 

As regards the effect of the treatment on symptoms, it 
is stated that fever abates as a rule in | to 6 days, but the 
temperature may not become steady for 2 to 3 weeks. 
However, the initial fall in temperature is so constant as 
to be almost diagnostic. Tachycardia is more persistent, 
the pulse taking 1 to 3 weeks longer to become stabilized. 
Arthralgia quickly diminishes, but joint swelling is a 
little more tenacious. Nodules disappear in 3 to 4 weeks 
and the erythrocyte sedimentation rate (E.S.R.) becomes 
normal between the 10th and 31st days of treatment. 

The effect on manifestations of active rheumatic 
carditis, even in severe and long-standing cases, is 
remarkably uniform. Pericardial friction usually dis- 
appears in less than a week, though regression of the 
cardio-pericardial x-ray shadow often takes 2 to 3 weeks. 
In 11 of the authors’ cases a bruit de galop disappeared, 
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in 8 of them within 3 weeks, and in 16 cases signs of 
cardiac insufficiency cleared up, in 11 of them within the 
first 2 weeks. The effect of hormone treatment on the 
endocarditic lesions depends essentially on the initial 
condition of the heart and on the duration of the acute 
phase before treatment is started, the authors never 
having observed regression of the signs of established 
rheumatic heart disease. On the other hand, they have 
never seen cardiac signs appear after the first 48 hours of 
hormone treatment, and of 14 patients whose treatment 
was begun in the first 3 weeks of a first attack, in 11 the 
heart on recovery was normal to clinical, radiological, 
and electrocardiographic examination, 2 of the others 
being left with mitral and | with aortic incompetence. 
One may therefore hope that by early institution of 
hormone treatment, before the onset of carditis or in its 
early stages, cardiac sequelae may be prevented. 

The authors support the assertion of Hench that treat- 
ment with cortisone or ACTH in rheumatic fever sup- 
presses the signs of activity without shortening the 
natural duration (6 to 12 weeks) of the acute attack. 
They found that after treatment for less than 2 weeks 
relapse was the rule, though usually in mild form, while 
even after treatment for periods ranging from 3 weeks 
to 3 months, cessation of treatment was followed in about 
one-half of their cases by a rise in E.S.R. or recurrence of 
fever, though not of cardiac signs. 

It is considered important to guard against the risk 
that the excess of adrenal hormones may cause water 
and salt retention, especially in cases with cardiac in- 
sufficiency, by restriction of fluid intake and administra- 
tion of mercurial diuretics, if necessary. Interruption of 
treatment for 12 to 24 hours usually secures a prompt 
diuresis. Symptoms due to water and salt retention were 
observed in 4 of the authors’ cases: in | it caused intense 
dyspnoea, oedema, hydropericardium, and extreme 
oliguria. No case of potassium deficiency and alkalosis 
was observed, while other manifestations of adrenal 
excess, such as “‘ moon face’’, which is common, and 
acne and hirsuties, which are uncommon, are not 
important. No evidence of post-therapeutic adreno- 
cortical insufficiency was found by the authors in this 
series, and the profound asthenia which follows the 
hormone treatment of rheumatoid arthritis was not 
observed. There would appear to be a risk of activating 
a latent tuberculous infection, but no such case has 
occurred in over 300 cases of all kinds treated with ACTH 
or cortisone by the authors. 

In the treatment of rheumatic fever the authors begin 
with ACTH; in the later stages this or cortisone may be 
used indifferently. ACTH is given in doses of 75 mg. 
(less for small infants) daily in 4 regularly spaced in- 
jections; whereas cortisone is given by injection every 
other day. [The dosage is not stated.] Fluid and salt 
restriction is important, and ammonium chloride, 3 g. 
daily, is usually prescribed, together with a small dose of 
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CHRONIC RHEUMATISM 


potassium salt. Local penicillin treatment of the nose 
and mouth is advised’as a routine, and systemic penicillin 
in cases with obvious pharyngitis. During treatment 
regular observations of the urinary output, weight, and 
E.S.R., electrocardiography, and radiography of thorax 
are advised as a routine, and not merely for research 
purposes. Ideally, treatment should be continued for 2 
weeks after disappearance of all clinical signs, and 
terminated by progressive reduction of dosage. In acute 
articular rheumatism without carditis, or with incipient 
carditis, it may be given for 4 weeks; in severe cardiac 
rheumatism it should be continued for more than 2 
months. Kenneth Stone 


291. The Combination of Hormones and Salicylates in 
the Treatment of Acute Rheumatism. (Le traitement 
hormonosalicyle de la maladie de Bouillaud) 

M. JANBON, L. BERTRAND, J. SALVAING, and R. LABAUGE. 
Presse Médicale {Pr. méd.] 59, 1344-1348, Oct. 17, 1951. 
4 figs., 19 refs. 


The authors discuss the effects of ACTH and cortisone 
on rheumatic carditis and endocarditis and the lack of 
agreement on dlosage—Coste advocating the use of a 
constant daily dosage (10 mg. of ACTH or 120 mg. of 
cortisone) for about 6 weeks, and Hench favouring larger 
doses for about 10 days followed by smaller ones. As 
the hormones are in short supply, the authors decided to 
use them for initial therapy only, thereafter continuing 
with salicylates. They consider that with this “* coupled 
treatment ”’, as they call it, the worst side-effects of either 
remedy given by itself are avoided. Cortisone is pre- 
ferred to ACTH and, in adults, they give 300 to 400 mg. 
on the first day (divided into 4 doses), 200 to 300 mg. on 
the second day, and 100 to 200 mg. on the third and 
(sometimes) on the fourth days; the total dosage is thus 
between 600 mg. and | g. of cortisone. Without further 
treatment a relapse can be expected on the fifth day, and 
it is therefore important to start salicylate treatment 
without delay, the authors giving sodium gentisate by 
mouth (14 g. daily in several doses) and sodium salicylate 
by intravenous injection (4 g. daily in 2 doses). Details 
are given of 18 patients treated, 12 of whom were in their 
first attack of rheumatic fever and 6 were cases of relapse. 
It is claimed that this form of treatment is both efficacious 
and the most economical way of using the hormones in 
the treatment of rheumatic fever. [The original article 
should be consulted for clinical details.] 

D. Preiskel 


CHRONIC RHEUMATISM 


292. Punch Biopsy of Synovial Membrane 

H. F. Pottey and W. H. Bicker. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 10, 277-287, 
Sept., 1951. 7 figs., 6 refs. 


A satisfactory instrument for punch biopsy of synovial 
membrane has been designed by the authors at the Mayo 
Clinic. The instrument and the technique of its use are 
described, together with the results obtained in 112 
instances. The authors are satisfied that by this means 


79 
satisfactory histological specimens may be obtained, and 


arthrotomy avoided in all except special circumstances. 
D. P. Nicholson 


293. The Influence of a Water-soluble Fraction of the 
Bone Marrow in the Treatment of Rheumatic Diseases. 
(L’influenza di una frazione idrosolubile di midollo osseo 
nella terapia delle malattie reumatiche) 

G. Tucctmet. Minerva Medica [Minerva med., Torino] 
2, 314-316, Sept. 15, 1951. 


The author describes briefly the use of a water-soluble 
fraction of the bone marrow in the treatment of rheumatic 
diseases. The method was introduced in the U.S.A. 
by Cerbini who, while investigating the anticarcinogenic 


properties of extracts of various tissues, found that an 


extract of red bone marrow, which had a beneficial effect 
in patients with neoplastic disease, also appeared to be 
of value in rheumatic diseases. The extract is now pre- 
pared commercially under the name of “‘ cerbartrol’’, and 
the author has used it in treating 15 patients, 8 with active 
rheumatoid arthritis and the rest with various other 
** rheumatic ’’ conditions. The dosage used in all cases 
was 2 ml. daily for 4 days, then 1 ml. daily for 12 days, 
by intramuscular injection. In all cases of rheumatoid 
arthritis, rheumatic fever, or ankylosing spondylitis there 
was improvement in the muscular spasm and the mobility 
of the joints. The number of circulating eosinophils fell 
by 50% or more in most cases, the urinary uric acid : 
creatinine ratio increased in all but 1, and in 6 cases in 
which the excretion of 17-ketosteroids and 11-oxysteroids 
was estimated the former was diminished and the latter 
increased, these findings indicating stimulation of the 
adrenal cortex. The author concludes that in view of 
these favourable results further work with this extract 
should be undertaken. R. F. Jennison 


294. Degenerative Joint Disease of the Hip. Relief of 
Symptoms following Cortisone Therapy 

R. H. Boots, L. C. YEN, K. J. McCMorrow, and 
C. RAGAN. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.| 147, 549-551, Oct. 6, 1951. 
9 refs. 


The authors describe the effects of cortisone therapy 
on 11 patients suffering from osteoarthritis of the hip. 
The ages of the patients varied from 52 to 82 years. The 
dose of cortisone was 300 mg. on the first day, followed 
by 100 mg. daily for 5 to 17 days; and finally the patients 
received maintenance doses varying from 50 to 100 mg. 
3 times a week. Very little improvement was noted in 
the first 4 days, but by the 7th day marked subjective 
improvement occurred in 10 out of the 11 patients. In 
7 patients on whom measurements were made an increase 
in the range of movement of the affected hips was noted 
after treatment with cortisone. Of the patients, 8 were 
followed up for 9 months, at which time 5 of them were 
still receiving cortisone therapy. In 2 patients the treat- 
ment was discontinued ‘because of the appearance of 
congestive cardiac failure, and in 1 patient treatment was 
stopped because of an attack of enteritis. 

C. E. Quin 
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80 DISORDERS OF THE LOCOMOTOR SYSTEM 


295. Cortisone in the Treatment of Osteoarthritis of the 
Hips 

C. Y. Brown, R. A. Jessar, and J. L. HOLLANDER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 147, 551-553, Oct. 6, 1951. 2 figs., 4 refs. 


In this paper are described the effects of cortisone 
treatment on 8 patients with osteoarthritis of the hips, 
6 of whom were over 50 years of age. The dose used was 
thought to be sufficient to control a severe case of 
rheumatoid ‘arthritis; an initial dose of 300 mg. was 
given, and this was then reduced to 200’ mg. and 100 mg. 
and finally to 75 mg. per day. In 2 cases there was 
subjective improvement, and also objective improvement 
as shown by an increase in hip movement; in the other 
* 6 cases no improvement was noted. 


The authors consider that on the basis of these results * 


it is difficult to justify the use of cortisone in the treat- 
ment of osteoarthritis in view of the known limitations 
and dangers of such treatment in patients in the older 
age groups. C. E. Quin 


296. An Inquiry into the Treatment of Fibrositis. With 
Observations on Vascular Communications Between Bone 
and Muscle 

C. B. HEALD. Lancet [Lancet] 2, 659-663, Oct. 13, 1951. 
7 figs., 5 refs. 


The author of this paper claims that the local intra- 
muscular injection of benzyl salicylate (Scott, Brit. med. 
J., 1943, 2, 510) is an advance upon existing methods for 
the treatment of fibrositis. He also advances the view 
that the essential cause of fibrositis [which he does not 
clearly define as a clinical entity] may lie within the bone 
marrow, and not within the muscle or other soft tissues 
as is normally assumed. He makes the interesting sug- 
gestion that the signs and symptoms of this disease may 
be “indications of some derangement of a normal 
physiological function or interplay between bone- 
marrow and muscle *’. 

[Further pathological work on these lines should 
clearly be undertaken.]} W. S. C. Copeman 


297. Panniculitis 
D. M. Baker. Lancet [Lancet] 2, 753-755, Oct. 27, 
1951. 2 figs., 6 refs. 


The author points out that more attention should be 
paid by rheumatologists to the various syndromes which 
come under the heading of non-articular rheumatism in 
view of the fact that such patients constitute the majority 
of those attending rheumatism clinics. She describes 
the clinical syndrome of panniculitis, which is one such 
condition, and quotes illustrative case-records. She 
then describes the results of her important investigations 
into the pathology of the condition by means of deep 
skin biopsies in a small series of cases. Her own dis- 
cussion of these findings may be quoted: 

“In panniculitis the character of the pain, and the 
pins and needles and numbness, suggest that the small 
nerve-endings in the dermis are involved. In the areas 
which are usually affected, with the possible exception 
of the pectoral region, the skin is usually held down 
closely to the underlying tissues. Any increase in density 


of the dermis, together with a rapid increase in sub- 
cutaneous fat and possibly sodium with water retention, 
could cause pressure on small nerve-endings. The ag- 
gravation of symptoms by warmth might be due to 
dilatation of the small blood vessels in the dermis, adding 
to the tension in the affected tissues. 

** Day (J. Physiol., 1949, 109, 380) has shown that with 
changes in pH or electrolyte balance, collagen fibres do 
not participate in connective-tissue swelling, but that the 
hydration of the interfibrillary tissue is very greatly 
increased; and Bartter er al. (J. clin. Invest., 1950, 24, 
450) have demonstrated that ACTH causes retention of 
sodium and chloride in extracellular fluid. It seems 
possible that in panniculitis there may be abnormal 
water retention; clinically, Copeman [personal com- 
munication to the author] finds that giving cortisone to 
patients with panniculitis increases the severity of the 
symptoms, and that temporary but very real relief results 
from dehydration. My own experience, although small, 
confirms that a strict low-sodium diet (1 g. sodium daily) 
will give temporary relief from symptoms. 

“There would appear to be substantial evidence to 
support Copeman’s theory that panniculitis results from 
endocrine dysfunction; it seems possible, however, that 
the important change may be in the collagen layer of the 
dermis rather than in the fatty tissues, though this can 
be proved only by larger series of skin biopsies ”’. 

The author concludes that “it is evident that this 
syndrome should be renamed, for the term panniculitis 
is incorrect and misleading ”’. W. S. C. Copeman 


RHEUMATOID ARTHRITIS 


298. Cortisone Therapy in a Case of Rheumatoid Nodules 
of the Eye in Chronic Rheumatoid Arthritis. 

W. L. Munpy, R. M. Howarp, P. H. STILLMAN, and 
M. Bevans. Archives of Ophthalmology [Arch. Ophthal., 
Chicago] 45, 531-538, May, 1951. 3 figs., 19 refs. 


The case is described of a woman aged 50 with 
rheumatoid arthritis in whom bilateral episcleritis with 
nodular and plaque-like formations of the anterior sclera 
developed in both cyes. These gradually disappeared 
with topical cortisone therapy, but a severe recurrence 
appeared shortly after its cessation, with signs of anterior 
uveitis and secondary glaucoma. Considerable im- 
provement took place after treatment with cortisone 
administered systemically. _ H. E. Hobbs 


299. Electrophoretic Studies on the Serum of Rheuma- 
toid Arthritis Patients Treated with Cortisone 

E. L. Hess, A. Cospure, and E. F. ROSENBERG. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
38, 526-532, Oct., 1951. 1 fig., 21 refs. 


Electrophoretic analysis of serum protein (Tiselius 
method) was carried out on 3 subjects with rheumatoid 
arthritis on 7, 7, and 8 occasions respectively, before a 
course of cortisone in 2 of the subjects, and at intervals 
afterwards in all 3. ; 

Total protein content was not estimated, and the 
amounts of individual constituents are expressed as per- 
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centages of the total value. Cortisone was given for 
27 to 30 days in a total dosage of between 2-1 and 1-7 g. 
for each subject. The analyses were not continued 
beyond the period of cortisone administration. No 
consistent changes were noted and the authors conclude 
that the fluctuations observed were random in nature. 
[There are marked discrepancies betwéen the data 
given in the table and those on the graph, which makes 
interpretation difficult.] E. G. L. Bywaters 


300. Tuberculosis following Cortisone Therapy. Report 
of a Case of Rapidly Progressive Pulmonary Tuberculosis 
following Cortisone Therapy for Rheumatoid Arthritis 

E. Q. Kina, J. B. JOHNSON, G. S. BATTEN, and W. L. 
HenrY. Journal of the American Medical Association 
[J. Amer. med. Ass.) 147, 238-241, Sept. 15, 1951. 
3 figs., 7 refs. , 


This is a report of the case of a female, 39 years of age, 
who had been under medical care for 17 years, and who 
in 1947 developed rheumatoid arthritis, for which she 
was given cortisone in May, 1950. A radiograph of the 
chest was at that time clear. Cortisone had a good 
effect, and this was maintained for 4 months: when a 
relapse occurred in November further cortisone was 


given, but was soon discontinued as the patient de- ~ 


veloped symptoms and clinical and radiological signs of 
a lesion at the right lung base. She died 2 months later. 
The radiological appearances were typical of acute 
caseous tuberculosis. 

Although no necropsy was performed, and although 
tubercle bacilli were never isolated, the authors consider 
that the patient died from rapidly progressive tubercu- 
losis, probably originating from old infective foci in the 
lungs which had broken down under the influence of 
cortisone on normal protective mechanisms. 

B. E. W. Mace 


301. Clinical Effects of Cortisone Administered Orally 
to Patients with Rheumatoid Arthritis 

L. E. Warp, C. H. Stocums, H. F. E. W. Low- 
MAN, and P.S. HENCH. Proceedings of the Staff Meetings 
of the Mayo Clinic [Proc. Mayo Clin.] 26, 361-370, Sept. 
26, 1951. 10 refs. 


The oral administration of cortisone to patients suf- 
fering from rheumatoid arthritis produced an effective 
clinical response in 99 out of 100 cases. In 27 of these the 
hormone was given by the intramuscular route in the 
first instance, while in the rest it was administered orally 
throughout. The case which failed to respond to oral 
administration responded satisfactorily to subsequent 
intramuscular injection. 

In about one-half of the cases in which both routes 
were used effective oral and intramuscular doses were 
the same, while in the remainder an extra amount, which 


varied from one-sixth to one-quarter of the intramuscular © 


dose, was required for oral administration. The speed 

of action was greater and its duration shorter by the oral 

route and in consequence divided doses were employed. 

In the 72 patients given cortisone by mouth only, initial 

treatment for a period varying from 2 days to 2 weeks 

was required to establish the desired suppression of 
M—G 


symptoms, the daily dose required ranging from 37:5 g. 
to 100 g. Subsequently it was found that in 21% of 
cases improvement could be maintained on a daily dose 
of 37-5 mg. or even less. The authors prefer to give 
lower initial suppressive doses than those originally 
advocated. They stress the need for the very gradual 
reduction of dosage if a low maintenance level is to be 
attained without relapse occurring. They state that the 
patient’s needs appear to vary from time to time so that 
maintenance dosage can never be regarded as per- 
manently established, even after many months of satis- 
factory suppression. 

The side-effects observed in this series were no different 
from those observed in series treated with cortisone by 
the intramuscular route. In only 2 cases did gastro- 
intestinal irritation follow the oral administration of 
cortisone tablets. W. S. C. Copeman 


302. The Synergistic Action of para-Aminobenzoic Acid 
and Cortisone in the Treatment of Rheumatoid Arthritis 
L. L. Wieser, A. S. Barritt, and W. M. Strumpe. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 222, 243-248, Sept., 1951. 14 refs. 


The results presented in this paper demonstrate that 
sodium p-aminobenzoate enhances the action of cortisone 
in the treatment of rheumatoid arthritis. This substance 
was tried because it is known to inhibit inactivation of 
oestrogens by the liver, and there is a similarity in 
chemical structure between cortisone and the oestrogens. 

A group of 9 patients with rheumatoid arthritis were 
started on the usual dosage of cortisone acetate until 
maximum relief was obtained. The daily dose was then 
reduced to 25 mg. All patients relapsed. Sodium p-_ 
aminobenzoate was then given orally, 1-5 g. 2-hourly to 
a total of 12 g. daily, in addition to the 25 mg. of cortisone 
parenterally. Relief was again obtained, to approxi- 
mately the same degree in 5 cases, somewhat less in 3, 
and slightly greater in 1. _ 

In a second group 6 patients with rheumatoid arthritis 
were treated from the beginning with 25 mg. of cortisone 
acetate parenterally and 12 g. sodium p-aminobenzoate 
daily in divided doses of 1-5 g. 2-hourly. All patients 
showed improvement comparable to that obtained with 
cortisone in the usual doses. 

Three detailed case reports are given. No undesirable 
side-effects were observed. Thus by the combined use 
of cortisone and sodium p-aminobenzoate rheumatoid 
arthritis can be controlled when the same dose of corti- 
sone alone would be ineffective. Kenneth Stone 


303. Effects of ‘* Artisone ’’ Acetate and Cortisone in 
Patients with Rheumatoid Arthritis 

A. M. LerKovits and H. J. ScHupBACH. Archives of 
Internal Medicine {Arch. intern. Med.} 88, 201-206, Aug., 
1951. 8 refs. 


A trial of “* artisone *’ acetate in patients with rheuma- 
toid arthritis revealed no beneficial effect. The patients 
were observed carefully, both clinically and biochemically, 
before, during, and after the administration of the drug, 
which was given in doses of 100 to 200 mg. a day. 

D. P. Nicholson 
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304. Treatment of Rheumatoid Arthritis by Denervation 
of the Carotid Sinus. (Traitement de la polyarthrite 
chronique évolutive par énervation sinu-carotidienne) 

L. LeGer and H. Brwaut. Presse Médicale (Pr. méd.) 
59, 1351-1353, Oct. 17, 1951. 


In the 2 years that have followed Liévre’s original 
suggestion (Bull. Soc. méd. Hép. Paris, 1949, 65, 1256) 
of carotid-sinus denervation in the treatment of rheuma- 
toid arthritis (inorder to stimulate the adrenal cortex) 
the authors have operated on 32 cases, bilaterally in 14 
and unilaterally in 18. In 8 of these patients there was 
no improvement, 6 derived transient benefit, another 8 
maintained improvement for periods of 6 to 8 months, 
4 showed spectacular improvement, and others, recently 
operated upon, derived some benefit. There were 2 
deaths. 

Local analgesia was used by the authors, who discuss 
the indications for, and the dangers of, this operation. 
They conclude that it should be reserved for patients 
under the age of 50, and should be carried out before 
irreversible changes have taken place. They find it 
difficult to lay down any hard-and-fast rule on the 
advisability of unilateral or bilateral denervation. 

D. Preiskel 


305. Sjégren’s Disease and Rheumatoid Arthritis 

S. R. READER, H. M. Wuyte, and P. C. ELmMes. Annals 
of the Rheumatic Diseases {Ann. rheum. Dis.] 10, 288- 
297, Sept., 1951. 5 figs., 17 refs. 


An investigation of the lacrimal secretion of patients 
with rheumatoid arthritis confirmed that this tends to be 
decreased, as compared with normal controls of similar 
age and sex. Eye symptoms may not be present. 

A case of Sjégren’s disease is described, and the post- 
mortem findings are given in detail. 

D. P. Nicholson 


306. Spontaneous Rupture of the Tendon of Extensor 
Pollicis Longus as a Complication of Rheumatoid Arthritis 
R. Harris. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 10, 298-306, Sept., 1951. 16 refs. 


Rupture of the extensor pollicis longus tendon was 
noted in 5 patients with rheumatoid arthritis, in 1 of 
whom the rupture was bilateral. Operative repair was 
undertaken in 2 cases with good results, and biopsy in 
1 case revealed typical rheumatoid histology. 

D. P. Nicholson 


307. Serial Vasography of the Periarticular Vessels in 
Rheumatoid Arthritis. (Die R6Ontgen-Serienvasographie 
des periarticularen Gefassapparates bei der rheuma- 
tischen Polyarthrose) 

A. Les. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 75, 251-258, Sept., 1951. 
5 figs. 


Serial vasography in cases of primary progressive 
chronic articular rheumatism of the hand and wrist 
revealed important vascular changes, the most important 
of which was arterial ischaemia. The arteries around 
the joints were either narrowed or blocked. To this 
ischaemia the author attributes the wasting of the peri- 


articular tissues and the atrophy of the articular cartilage 
without any noticeable reaction. The calcium content 
of the bone was normal to begin with, but later on the 
atrophy of the cartilage was followed by a secondary re- 
orientation of the subchondral bone and by deformity of 
the edges of the bone. 

The obsefved venous congestion was probably the 
result of the arterial changes. Comparison of the 
extensive vascular changes with the slight skeletal changes 
in the early stages of the disease suggests that the disease 
is primarily of vascular origin. A. Orley 


308. Anti-rheumatic Activity of Several Steroids 
R. LiEFMANN. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 10, 233-249, Sept., 1951. 3 figs., 5 refs. 


In this paper is described an attempt to overcome the 
difficulties of assessing the value of treatment in long- 
continued arthritis by a method of partial substitution 
by another drug for a disease-controlling dose of cor- 
tisone. The antirheumatic effects of testosterone, 
pregnenolone, and acetoxypregnenolone have thus been 
assessed. The study concerned 5 patients, all of whom 
had had rheumatoid arthritis with unremitting activity 
and high erythrocyte sedimentation rate and had been 
seen weekly for the preceding 2 to 10 years. During the 
investigation the author personally assessed joint pain, 
swelling, movement, and muscle function, and frequent 
estimations were made of the erythrocyte sedimentation 
rate, blood electrolyte and protein concentration, and 
urinary 17-ketosteroid and glucocorticoid excretion. 

All the hormones under test proved useless, while an 
increment of as little as 2 mg. of cortisone per day caused 
complete reversal of symptoms. 

[The method used by the author seems a useful one 
and should be subjected to more extensive trials.] 

G. Loewi 


309. Differential Tissue and Organ Anoxia in Disease: 
the Measurement of Periarticular cayge Saturation 
Levels in Patients with Arthritis 

J.W.L.Doust. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 10, 269-276, Sept., 1951. 15 refs. 


The author used the Millikan photoelectric oximeter 
for determining the oxygen tension in the minute vessels 
of the ear, and Ray’s reduction-time method with a 
pocket spectroscope on the skin for the degree of oxygen- 
ation in vessels overlying the joints of the hands or wrists. 
Satisfactory agreement was obtained between the two 
methods in 10 patients with some form of arthritis and 
35 control subjects. In the latter the proximal and distal 
interphalangeal joints of the fingers were used, and in the 
patients the affected finger-joints were used for measure- 
ments. 

The author found that there was a local relative anoxia 
of the skin overlying affected joints, with a general cor- 
respondence between the level of this local anoxia and the 
intensity of affection of the joint underneath. 
of 100% oxygen corrected this local deficiency. 

G. Loewi 


See also Radiology, Abstract 169. 
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Diseases of the Nervous System 


310. The Relation between Erb’s Type of Progressive 
Muscular Dystrophy and the Heart Muscle, with Special 
Reference to Clinical and Electrocardiographic Findings. 
{Beziehungen zwischen Dystrophia musculorum proges- 
siva Erb und Herzmuskel, unter besonderer Beriick- 
sichtigung klinischer und _ elektrokardiographischer 
Befunde) 

E. GADERMANN and R. BECKMANN. Klinische Wochen- 
schrift [Klin. Wschr.] 29, 493-498, Aug. 1, 1951. 3 figs., 
bibliography. 

A cardiological examination was made in 22 cases of 
progressive muscular dystrophy. A tendency to tachy- 
cardia, sometimes coupled with a shifting pacemaker, 
was found in a number of cases. Abnormalities were 
found in the electrocardiogram in 4 cases for which, in 


- the absence of other factors in the history, the dystrophic 


process might, in the authors’ opinion, be responsible. 
The role of «-tocopherol in the treatment of muscular 
dystrophy and cardiac conditions is discussed. [How- 
ever, the electrocardiographic findings in these 4 cases 
consisted in 2 cases of partial right bundle-branch block, 
which may well be a congenital lesion without patho- 
logical significance; in 1 case of an inverted T wave in 
lead V; in an 8-year-old boy—a physiological finding in 
children; and in 1 case of flat T waves in leads 2 and 3 
in the presence of a sinus tachycardia of 135; none of 
these findings will therefore stand up to critical examina- 
tion as evidence of dystrophic change in the heart 
muscle. ] G. Schoenewald 


311. The Regulation of the Circulation in Progressive 
Muscular Dystrophy (Erb.) (Kreislaufregulation bei der 
Dystrophia musculorum progressiva (Erb)) 

E. GADERMANN. Zeitschrift fiir Kreislaufforschung [Z. 
KreislForsch.] 40, 538-549, Sept., 1951. 34 refs. 


In 22 patients with progressive muscular dystrophy the 
changes in circulation caused by standing up were in- 
vestigated by means of complicated physiological 
methods. Apart from a tendency to tachycardia no 
salient differences from normal subjects were found. 

It is concluded that the neurovascular circulatory 
control compensates adequately for the loss of muscle 
tone in this disease. G. Schoenewald 


312. Myopathia Distalis Tarda Hereditaria. 249 
Examined Cases in Pedigrees 

L. WELANDER. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 265, 141, 1-124, 1951. 5 figs., biblio- 
graphy. 

This monograph from the Neurological Clinic and the 
Department of Clinical Neurophysiology, Stockholm, 
describes the clinical findings in 249 cases of late distal 
myopathy; a genetical analysis is also given of 399 cases 
of distal myopathy in 247 sibships. The symptomatology 


of the patients is carefully discussed in relation to the 
duration of the disease. It is demonstrated that late 
distal hereditary myopathy is a well-defined clinical and 
pathological entity. With recent advances in electro- 
myography there is no need for the disease to be confused 
with other muscular diseases with a similar clinical 
picture. 

[This monograph does not lend itself to abstraction 
but should be read both by neurologists and geneticists.] 

G. M. Findlay 
See also Pathology, Abstract 84. 


313. Electroencephalographic Findings in Chronic Sub- 
dural Hematoma of Infancy and Early Childhood 

A. A. Marinaccti, C. W. RAND, and H. K. MARINACCI. 
Bulletin of the Los Angeles Neurological Society [Bull. Los 
Angeles neurol. Soc.| 16, 255-266, Sept., 1951. 3 figs., 
2 refs. 


The authors report the electroencephalographic (EEG) 
findings associated with subdural haematoma in infants. 
Although many papers have been published on EEG 
changes in this condition in adults, the findings in this 
age group (2 months to 4 years) have not previously been 
specifically mentioned [so that it is satisfactory to note 
that the cases here reported form a consistent group]. 
Three of the patients had bilateral lesions associated with 
universal suppression of activity, while in the remaining 
4 the unilateral flattening of the EEG agreed in site with 
the haematoma. 

[A point which the authors do not sufficiently consider 
is that four of their records were obtained after sedation of 
the patient with paraldehyde, and it is the response to 
this drug, or to the resulting sleep, which is suppressed. 
It has been found that even gross degrees of cerebral 
electrical dysfunction may be apparent only under con- 
ditions of sleep or sedation with barbiturates or paralde- 
hyde.] . W. A. Cobb 


314. Clinical Value of Electroencephalography in Child- 
hood. (Uber die klinische Bedeutung der Elektroenze- 
phalographie im Kindesalter) 

R. GarscHE and G. DiuGoscu. Archiv fiir Kinderheil- 
kunde [Arch. Kinderheilk.] 142, 65-80, 1951. 7 figs., 
22 refs. 


The authors evaluate the application of electro- 
encephalography (EEG) during childhood, dealing first 
with the EEG of the healthy child, and the electro- 
encephalographical changes from infancy to puberty. 
They then discuss the EEG changes in the convulsive 
disorders, including grand mal, psychomotor epilepsy, 
pyknolepsy, and residual epilepsy, and the diagnostic 
value of EEG in cerebral tumours, trauma, behaviour 
disorders, hysteriform convulsions, congenital myx- 
oedema, mongoloid idiocy, cerebral abscesses, en- 
cephalitis, tuberculous meningitis (with special reference 
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to the changes in the EEG during streptomycin therapy), 
coma, and vegetative and endocrine disorders. 

Two main points emerge: first, that there is a pro- 
gressive development in the potential-oscillations from 
infancy to late childhood; and secondly, that the action- 
currents in children are characterized by lability, that is, 
they are easily influenced by exogenic or endogenic 
stimuli. On the other hand, in definite lesions the 
potential-oscillations in children show earlier abnormal- 
ities than in adults. 

[This very clear and concise work does not lend itself 
readily to abstraction. Those interested in EEG in 
children are advised to read the original.] 

Catherine Schépflin 


315. The Electroencephalogram in Multiple Sclerosis. 
Analysis of a Series Submitted to Continuous Examinations 
and Discussion 

V. F. FREDERIKSEN and P. THYGESEN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 66, 504—517, Oct., 1951. 2 figs., 32 refs. 


The authors have carried out an electroencephalo- 
graphic study of 74 patients with multiple sclerosis at 
the Odense County and City Hospital, Denmark. A 
total of 203 tracings were obtained, multiple recordings 
being carried out in 64 cases. A monthly assessment of 
each patient’s condition was made during an average 
period of 9 months, the clinical examination and inter- 
pretation of the electroencephalogram (EEG) being 
carried out independently. Abnormalities were found 
in the EEG in three-fourths of the cases in which only 
1 record was taken and in four-fifths of those in which 
the examination was repeated. The abnormalities in- 
cluded (in order of frequency): “* slow waves of various 
frequencies ...:; alternating, irregular rhythm: abnormal 
single potentials of various kinds . . .; high-voltage 
activity of normal frequency; base-line sway’. Among 
those patients repeatedly examined generalized dys- 
rhythmia was noted in 40 cases (63%), varying in degree 
during the period of observation in 29 and remitting 
completely in 6, and transitory, usually unilateral, 
migrating phase reversals were observed in 30 cases 
(47%). Comparison with the clinical findings indicated 
that with increasing activity of the disease, the proportion 
of normal records fell from 30% to 6°% and the incidence 
of dysrhythmia increased from 40°% to 64°%. Clinically 
manifest activity of the disease in the brain stem was 
virtually always reflected in the appearance of an in- 
creased number of focal abnormalities in the EEG, and 
these abnormalities were preponderant in the occipital 
region: the authors suggest that this finding can be 
related to the fact that both areas receive their blood 
supply mainly from branches of the basilar artery. 

[The incidence of EEG abnormalities in multiple 
sclerosis reported here is far higher than has been 
reported elsewhere, except by Zeifert (Arch. Psychiat., 
Chicago, 1948, 60, 376). The present study has clearly 
been carried out with care, but it would have been more 
convincing if the abnormal findings were more clearly 
specified, and if specimen records had been reproduced.] 

John N. Walton 


316. Electromyography of Fatigue 

G. C. KNOWLTON, R. L. BENNETT, and R. McC.ure. 
Archives of Physical Medicine [Arch. Phys. Med.) 32, 
648-652, Oct., 1951. 2 figs., 3 refs. 


The authors set out to confirm the observations of 
Cobb et al. (Amer. J. Physiol., 1923, 65, 234) that in 
rapid fatigue there is an increase in amplitude of the 
summated action potentials of exercising muscle, and to 
carry this study further by defining the relation of work 
rate and muscle load to the electromyographic changes 
in fatigue. Surface electrodes 6 mm. in diameter were 
placed over the motor point of the short head and the 
tendon of insertion of the biceps brachialis in human 
subjects, and continuous records of the action potentials 
detected by a cathode-ray oscilloscope were made on 
slowly moving film while a weight held in the hand was 
lifted repeatedly at a given rate to the point of subjective 
fatigue. The movement range was from 165 to 95 
degrees at the elbow with the forearm in supination. 
Six normal subjects were examined at a constant work 
rate of 58 lifts a minute with each of 4 different loads, 
and 4 of these 6 subjects were later re-examined with- 
constant muscle loading and varying work rates. In the 
former case the action potential increased with increase 
in load to a maximum, and then decreased with heavier 
loading; while in the latter case there was a similar 
increase in voltage with increase in work rate up to a 
maximum, with a subsequent decrease as the work rate 
was further increased. 

On the basis of these results a standard test using half 
the maximum load that the muscle could lift and a work 
rate of 58 lifts a minute was adopted, and the biceps 
brachialis muscle were examined in a number of cases 
of poliomyelitis. Here it was found that the more , 
severely affected muscles gave a decreased voltage with 
repeated contractions, and that muscles weakened as a 
result of the disease showed, in general, lower voltage 
increases than control muscles. Kenneth Tyler 


BRAIN 


317. Speech Disturbances with Marked Motor Auto- 
matism. paccTpoiictsa B COYeTaHHH C pes- 
KHMH ABTOMATH3MaMhH) 

A. J. Srraumitr. Hesponamoaoeua u ITcuxuampua 
[Nevropat. Psikhiat.] 20, No. 3, 39-44, 1951. 


Two cases of speech disturbances with marked motor 
automatism, following a moderate skull injury, are de- 
scribed and analysed. 

Both patients were 21 years old and were admitted to 
the hospital with cardiovascular complaints. Their 
history showed that they had received head injuries when 
15 and 8 years of age respectively. Injuries had not 
resulted in fracture, bleeding, or retrograde amnesia, but 
in 1 case unconsciousness had ensued in a few minutes 
and in the other after 2 hours. Speech difficulties de- 
veloped accompanied by forced jerky movements of 
arms, trunk, and legs; in both cases speech was difficult 
and spasmodic. Despite considerable effort they were 
able to utter only 1 word or syllable, and exhibited 
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perseveration. Flushing and profuse perspiration ac- 
companied all efforts at speech. The movements were 
of an aggressive or protective character. The working 
capacity of the patients was not affected. 

Personality changes were apparent in both patients. 
They became solitary, paranoidal, irritable, and aggres- 
sive, communicated chiefly by gestures, and developed 
an obsession concerning their speech. Clinical and 
pathological investigations proved negative, except that 
both patients exhibited brisk reflexes and tremor of the 
eyelids, tongue, and hands. Their extremities were cold 
and cyanotic. Radiological examination of the skull 
was negative in both cases. 

The symptoms are analysed and explained along the 
lines of Pavlov’s theories. Trauma causes functional 
disturbances of the cortex, phylogenetically the youngest 
and consequently the most susceptible part of the brain. 
The lower centres, especially the corpus striatum, thus 
released from cortical control, are responsible for the 
protective reflexes and aggressive acts and the un- 
coordinated nature of the efforts at speech. ‘“* Hexenal ”’ 
proved of some value in temporarily alleviating the 
grosser symptoms. W. Szaynok 


318. Late Infantile Metachromatic Leuco-encephalo- 
pathy, with Primary Degeneration of the Interfascicular 
Oligodendroglia 

W. R. BraIn and J. G. GREENFIELD. Brain [Brain] 73, 
291-317, Sept., 1951. 15 figs., 19 refs. 


In 1933 one of the authors reported 2 cases of a rare 
form of progressive cerebral sclerosis, characterized 
clinically by a disorder of gait and subsequent dementia, 
and pathologically by a curious type of demyelination of 
the white matter with disappearance of the interfascicular 
oligodendroglia (Greenfield, J. Neurol. Psychopath., 1933, 
13, 289). They now report 4 further cases, no similar 
cases having been described in the meantime. In 
remarking on the apparent rarity of the disease, the 
authors suggest that it may go unrecognized on account 
of the fact that to the naked eye there may be no evidence 
of demyelination of the white matter of the cerebral 
hemispheres, and in paraffin sections the only obvious 
abnormality may be loss of the oligodendroglial nuclei. 

The disease presented a well-defined clinical picture in 
all 4 cases here considered, being essentially the same as 
in those described in 1933. The children developed 
normally up to the age of 2 years, but thereafter move- 
ments of the limbs became progressively weaker, with 
evident ataxia. Ocular signs were present to some 


extent in all cases, strabismus occurring in 3, ptosis and . 


nystagmus in 2. Mental deterioration leading to de- 
mentia was rapid. Death ensued at the age of 2 years 
and 9 months in 3 cases and at 3 years and | month in 
the fourth. The differential diagnosis is fully discussed. 
Some difficulty might arise in distinguishing this disease 
from the subacute form of Schilder’s encephalitis. 

The pathological features were similar in all cases, 
though they varied in degree. The outstanding lesion 
was breakdown and disappearance of the myelin in those 
fibre systems in the cerebral and cerebellar hemispheres 
Which are normally unmyelinated at birth, and especially 


those which remain unmyelinated for the first 3 months 
of life. Accompanying this demyelination was an ap- 
parently primary disappearance of the interfascicular 
oligodendroglia. This had vanished from some areas in 
which there was no obvious demyelination. In the 
experience of the authors, in no other known disease 
does this disappearance of oligodendroglia precede 
demyelination, and they consider it to be characteristic 
of this form of cerebral sclerosis. In-this connexion the 
relationship of oligodendroglia to myelin metabolism is 
considered. A most comprehensive study was made by 
new histochemical methods of the nature of the products 
of disintegration of myelin. [The original article must 
be consulted for details.] Broadly speaking, this study 
revealed that in this disease the disintegration of myelin 
was unlike that normally found. Instead of the usual 
sudanophil lipoid- and fat-granule cells, which were only 
found in the walls of medium and small-sized blood 
vessels, large numbers of “‘ granular bodies *’ were found 
in the white matter. Some of these stained like myelin 
with Scharlach, while others stained red with muci- 
carmine and metachromatically with toluidine blue. 
These chemical reactions indicated that the granular 
material consisted of 3 breakdown products of myelin: 
a phospholipid, a compound containing galactolipid, 
and a breakdown product from this consisting almost 
entirely of galactolipids which passed into the peri- 
vascular sheaths of the blood vessels and thereafter 
became broken up into simple lipoids and fats, or were 
absorbed into the blood stream. Metachromatic 
granules were also seen in the liver, in phagocytes in the 
portal spaces, in the liver cells (in finer form), and in the 
epithelial cells of the loop of Henle in the kidneys. From 
their exhaustive examination of the histochemistry of the 
brain the authors conclude that this disease is due to a 
developmental disorder of the lipoid metabolism of the 
central nervous system. [The article is illustrated by 
some excellent photomicrographs. ] Ruby O. Stern 


319. Cerebellar Astrocytoma 

N. RINGERTZ and H. NorpDENSTAM. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. exp. 
Neurol.] 10, 343-367, Oct., 1951. 19 figs., 18 refs. 


This study is based on 140 cases of so-called cerebellar 
astrocytoma, and includes most of those on which 
Bergstrand based his publications of 1932 and 1937 
embodying his well-known view that the tumour is a 
congenital malformation; 82-8°% of them grew in the 
vermis, while 78-6°% were grossly cystic, but the pre- 
dominantly cystic type with a mural tumour was rather 
more frequently found in the laterally located group. 
Calcification, arising in the capillary walls, was present 
in 18% of cases. In at least 36-4°%% invasion of the 
leptomeninges took place, but it was always strictly local. 
Histologically, the predominant cell was the polar 
spongioblast. Stellate cells, of the type to be found in 
the cerebral protoplasmic astrocytoma, were noted in 
association with multiple oedematous microcysts, and 
were interpreted as being degenerative in character, as 
also was the peculiar arrangement of the vessels in the 
wall of the cyst with its cascades of glomerulus-like and 
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often hyalinized capillaries. Only in 1 instance was there 
malignant transition into a glioblastoma. Six cases, 
however, presented an abundance of astrocytes, and 

showed the same structure as the majority of cerebral 
astrocytomas. 

The astrocytomata represented 49-4°% and the medullo- 
blastomata 38-5°% of infratentorial gliomata. The age 
incidence varied from 20 months to 54 years, with a mean 
of 14-8 years, while 62-9% of the tumours occurred in 
males. The mean pre-operative duration was 18-4 
months, and the operative mortality was 28:8%. Re- 
currence was very infrequent when radical removal had 
been possible. The 10-year post-operative survival rate 
of those patients from whom the tumour had been totally 
extirpated was 66%, in contrast with 30% for those under- 
going partial extirpation; 11% of the cerebral astro- 
cytomata resembled those of the cerebellar type, and it 
was noted that the percentage increased as the site of the 
astrocytoma approached the infratentorial region. The 
cerebral astrocytomata of cerebellar type showed a re- 
latively low frequency in the anterior part of the cerebrum 
as contrasted with cerebral astrocytomata of cerebral 
type, while the mean age was correspondingly reduced 
from 33-3 to 22-7 years; all of the 10 patients constituting 
this group were reported alive after intervals up to 17 
years after operation. Not only structurally but also 
biologically these spongioblastic cerebral astrocytomata 
resemble those located in the cerebellum; they are true 
neoplasms and not malformations. 

W. H. McMenemey 


320. Bell’s Palsy. Aetiology, Clinical Course, and 
Treatment 

J. A. James and W. R. Russett. Lancet [Lancet] 2, 
- 519-522, Sept. 22, 1951. 5 figs., 16 refs. 


The authors discuss the aetiology, clinical course, and 
treatment of Bell’s palsy. Its cause is thought to be 
blockage of the facial nerve by increased pressure within 
the canal secondary to some nearby inflammatory or 
vascular reaction; some cases may possibly be due to 
virus invasion of the nerve-sheath cells. The common 
involvement of taste fibres indicates involvement of the 
nerve above the stylomastoid foramen. The case usually 
takes one of two courses: (1) recovery may be complete 
within 4 to 6 weeks, with no evidence of nerve de- 
generation; or (2) complete paralysis may last for 2 or 
more months with nerve degeneration, slow recovery 
usually taking place by nerve regeneration in 3 to 9 
months from date of onset. 

A follow-up study was made of 58 out-patients treated 
at the Radcliffe Infirmary, Oxford, many of whom had 
been referred to the hospital because of delayed recovery. 
The cases were divided almost equally between the two 
groups mentioned above. Recovery in Group 2 (25 
cases) was never perfect, associated or mass movements 
of previously paralysed muscles, with varying disfiguring 
effects, always appeared; there was obvious contracture 
in 10 cases and severe in 3, and 6 patients complained of 
profuse lacrimation on the affected side on eating or at 
sight of food. To be effective, treatment aimed at pre- 
venting Wallerian degeneration of the nerve must be 


started within a few hours of onset of the palsy. It is 
suggested that spasm of blood vessels entering the stylo- 
mastoid foramen from the neck may be the chief cause 
of the nerve lesion, so that vasodilator drugs, or perhaps 
sympathetic block, might be helpful. It is also suggested 
that restless movements of the neck due to the pain which 
often precedes facial palsy might possibly drag on a 
fibrositic lesion closely related to the stylomastoid vessels 
and result in vascular spasm affecting the facial nerve as 
mentioned above; such movements should therefore be 
prevented. Myra Mackenzie 


321. Glutamic Acid and its Salts in Petit Mal Epilepsy 
D. A. Ponp and M. H. Ponp. Journal of Mental Science 
[J. ment. Sci.] 97, 663-673, Oct., 1951. 21 refs. 


The authors investigated the difference in cases of 
petit mal between the effect of administration of glutamic 
acid and that of sodium and potassium glutamate. They 
assessed the effects of these substances in short experi- 
ments by counting the number of bursts of spike-and- 
wave activity in a 10-minute period of the electro- 
encephalographic record, and their longer-term effects by 
the reduction in the number of attacks. 

With glutamic acid there was a slight reduction in the 
number of attacks, but the difference was not statistically 
significant; whereas with sodium and potassium gluta- 
mate the number was significantly higher than during the 
control period. Of 8 patients who had glutamic acid 
over periods of 1 to 4 months 5 reported a decrease in 
the number of seizures, but the effect tended to wear off 
after a few weeks. 

On investigating the absorption of these substances. 
the authors found a significant difference between 
glutamic acid and its salts, but were unable to account 
for their different therapeutic effect. N. S. Alcock 


322. Two Cases of Subtentorial Gumma of the Brain. 
(Due casi di gomma dell’encefalo in sede sottotentoriale: 
studio clinico e anatomopatologico) 

S. Ricotti. Atti della Societa Medico-Chirurgica di 
Padova [Att Soc. med.-chir. Padova| 28, 63-102, 1950. 
29 figs., bibliography. 


The incidence of reported cases of gumma of the brain 
has fallen markedly since the early years of this century, 
a fact no doubt related to improved methods of diagnosis 
as well as improved therapy. The author follows others 
in maintaining that the differentiation of gumma from 
cerebral tumour cannot be made without histological 
evidence. The two cases reported were first diagnosed as 
suffering from tumour; both were unusual in that syphi- 
litic infection was relatively recent and that the gummata 
were in the posterior fossa. Both patients died and the 
diagnosis was based on full histological investigation, 
which is reported in detail. A comprehensive review of 
the comparatively sparse literature on cerebral gummata 
is included. Donald Mc Donald 


323. A Review of the Symptoms and Signs of Acoustic 
Neurofibromata 
C. H. Epwarps and J. H. PATERSON. 


Brain [Brain] 74, 
144-190, 1951. 29 refs. . 
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324. Malignant Tumours in the Institutionalized Psy- 
chotic Population 

A. E. SCHEFLEN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 66, 145-155, Aug., 
1951. 1 fig., 22 refs. 


Differences in the methods of computing mortality rates 
may be the cause of the divergence of opinion on the 
incidence of malignant disease in mental hospital popu- 
lations as compared with the general population. A 
survey was made of the cases of cancer occurring among 
patients dying at the Worcester State Hospital, Massa- 
chusetts, from 1928 to 1942. Cases of non-psychotic 


. disease, cases in which the cancer was an incidental 


finding not contributing to death, and those where the 
cancer was an aetiological factor in the psychosis were 
excluded. 

The distribution of pathological types and sites was 
the same as in the general population, except that car- 
cinoma of the pancreas was slightly more frequent in 
schizophrenic patients. The expected number of deaths 
from cancer was 13-3 per annum, whereas the actual 
number was 17-4, a significant difference. However, 
this was found to be due to the high death rates from 
cancer in cases of “senile psychosis *’ and “* psychosis 
with cerebral arteriosclerosis *’, and when these 2 groups 
were omitted no real difference was found between 
psychotic and non-psychotic patients in their suscepti- 
bility to malignant disease. Gwenvron M. Griffiths 


325. Learning and the Associative Pathways of the 
Human Cerebral Cortex 

K. U. SmitH. Science [Science] 114, 117-120, Aug. 3, 
1951. 2 figs., 5 refs. . 


The opportunity was provided by neurosurgical 
operations performed for the control of epilepsy (Van 
Wagenen and Herren, Arch. Neurol. Psychiat., Chicago, 
1940, 44, 740) to make an investigation into the effects 
of cutting most or all of the associative connexions be- 
tween the cerebral cortex of the two sides upon learning 
and transfer of learnt responses from one side of the body 
to the other. The operation was performed on 9 
patients: in 6 cases it consisted in complete section of 
the corpus callosum, in 2 the whole commissure was cut 
except for the posterior tip, and in 1 case the posterior 
two-thirds of corpus callosum was sectioned. The types 


system. 


of learning performance studied were mirror-drawing 


learning and non-visual maze learning (the apparatus 
used is illustrated in the article). 

In the latter case, pre- and post-operative studies were 
carried out: the patient first learned the maze with the 


_ preferred hand (learning trial) and was then required to 


relearn without error the same maze with the other hand 
(transfer trial), the number of attempts necessary for 
learning being noted in each case. After the operation 


the same subjects learned, with each hand in turn, a 
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maze of equivalent difficulty, the differences in the 
scores indicating the effect of the operation upon 
learning and upon the degree of transference of learning 
to the non-preferred hand. No significant differences 
in pre- and post-operative scores, either for learning or 
transfer, were found when paired scores of the same 5 
subjects were compared. Comparison between the mean 
pre-operative scores (of 7 of the subjects) and the mean 
post-operative scores (of all subjects), however, showed 
significant differences (at the 1°% level) for transfer trials. 
When the transfer score was weighted relative to the 
number of trials required to learn (percentage transfer 
score), this score also was found to change significantly 
(at 5°) as a result of operation. 

In the case of mirror drawing, post-operative observa- 
tions only were made, the time required to draw a star 
after a set number of trials being measured, and the 
difference in time taken to trace the star with non- 
preferred hand before and after training with preferred 
hand providing the “ transfer score. The mean learning 
and transfer scores for patients and 23 control subjects 
were almost identical, there being thus no amt of the 
operation discernible by this test. 

The over-all results seem to show that sinie may be a 
limited and inconsistent relation between the neural 
activities of intercortical association pathways and the 
bilateral transfer of learnt response which has been 
assumed to depend on crossed connexions between the 
two cerebral cortices. 

From these results and from those of experiments 
in animals the author concludes that: (1) “ there is no 
specific or generalized integrative neural mechanism of 
the cortex explicitly essential for learning and related 
functions, which may be rendered seriously inoperative 
by injury to intracortical and intercortical association 
pathways; and (2) the neural integrative functions of 
the cortex in learning are therefore closely bound to the 
specific reactive and psycho-physical mechanisms of the 
sensory and motor projection areas of the brain and are 
apparently inseparable from the processes underlying 
reactive and psychophysical aspect’ of behaviour". The 
concepts of generalized cortical mechanisms for learning 
are to be questioned. The available experimental results 
stress the possibility that the cortex is primarily a reaction 
John C. Kenna 


326. A Preliminary Report on the Role of Emotional 
Factors in Idiopathic Celiac Disease 

D. G. PruGH. Psychosomatic Medicine [Psychosom. 
Med.} 13, 220-241, July-Aug., 1951. 3 figs., 20 refs. 


The author, a paediatrician with psychiatric training, 
examined 14 children with coeliac disease from a psy- 
chiatric viewpoint, also interviewing one or both 
parents during the investigation in most cases. In 
examination of the children he employed the direct 
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interview and observation of play activities, and 
in some instances cognitive and projective tests were 
applied by a psychologist. In about half the cases the 
studies were undertaken while the child was in hospital 
at the Children’s Medical Center, Boston, Massachusetts, 
and all were followed up as out-patients. 

A constellation of personality traits appeared con- 
sistently in the mothers of these children: marked 
rigidity, extreme conscientiousness, a striking need to 
conform to social convention, and moderate to severe 
obsessive-compulsive tendencies. These tendencies ap- 
peared most clearly in the fields of feeding and cleanli- 
ness. Obsessional thoughts and fears were often apparent 
when the child was ill, and the mothers tended to express 
intense guilt about their care of the child. About half 
of the group had experienced greater or lesser degrees of 
anxiety throughout their lives. The majority could be 
said to have mild to moderate character disorders, and 
difficulty in accepting the maternal role was commonly 
found. The attitude towards the child was generally 
ambivalent, and only 4 of the 14 pregnancies had been 
planned. It is not claimed that this personality pattern 
is specific to the disorder under review, but only that it 
seemed characteristic of these particular mothers. 

Some evidence was also found to indicate the existence 
of a common pattern in the children: they were passive, 
often withdrawn, and inhibited. They were described 
as “* good ” children and could not easily express angry 
feelings. Behind this facade there were considerable 
forces of aggression which might appear as refusal to 
feed, irritability, and constant crying. The play of 
infant patients was very apathetic and meagre. In all 
the children signs of continuous emotional tension were 
noted. Attacks of coeliac disease were often precipitated 
by episodes arousing emotional tension in the child, and 
there was some correlation between the child’s emotional 
state and the course of the illness. Remission of symp- 
toms in some cases was brought about by a psycho- 
therapeutic approach to mother and child. 

[This is a lengthy paper and:there is much detail which 
cannot be presented in a condensed version.] 

Desmond O'Neill 


327. Psychocutaneous Aspects of Persistent Pruritus 
and Excessive Excoriation 


P.F.D. Seitz. Archives of Dermatology and Syphilology 


[Arch. Derm. Syph., Chicago] 64, 136-141, Aug., 1951. ° 


2 refs. 


The author presents in this paper some impressions 
gained from the examination and treatment of 120 
patients with persistent itching due to lichen simplex, 
pruritus ani or vulvae, disseminated neurodermatitis, 
or “neurotic excoriation”. All scratched themselves 
immoderately. 

Patients such as these, when first seen, do not seem 
tense or “ nervous”’, and appear composed and well 
controlled. The composure is, however, defensive, and 
beneath the surface they are highly sensitive and quick to 
anger at even minor affronts. Though his defence makes 
the patient feel less vulnerable in society, he pays for this 
protection, since other people may think him cold and 


unfriendly and shun him. With strangers and people 
with whom he feels insecure he tries to hide his pre- 
occupation with the skin. He may admit to the physician 
that he is ashamed of scratching; his shame and guilt 
derive from the sensual satisfaction of excoriation, which 
has an erotic quality. The shame felt after an orgy of 
scratching is similar to that which follows masturbation. 
The other main component in scratching is self-punish- 
ment, and in these the erotic and self-punitive functions 
are combined. Dreams and fantasies. associated with 
excoriation have a content of destructive rage: the 
hostile impulses of which these are a sign have to be 
suppressed, and the patient feels guilty about them. He 
expiates his guilt by self-punishment, and gratifies his 
need for love through cutaneous erotic pleasure. The 
sensation which precedes excoriation is not precisely 
pruritus, but an undefined need for scratching; scratching 
then causes itching, which disappears only after the patient 


can control scratching. The sequence is scratch-itch 


and not “ itch—-scratch 

The aim of treatment should be to give the patient 
insight into the meaning of his symptoms: to bring into 
awareness the unconscious motives for scratching has a 
curative effect. Explosive rage reactions may be pre- 
cipitated by the therapeutic interviews, and the physician 
must be careful not to liberate more of this repressed 
rage than the patient can deal with. 

[The ** scratch-itch *’ concept is valuable in the under- 
standing of chronic pruritus. The author states that 
itching and scratching had the same pathogenetic pattern 
in all his 120 cases, but it is the abstracter’s experience 
that there are several different mechanisms which cause 
itching in the 4 disorders he mentions.] 

Desmond O' Neill 


328. Variations in Clotting Time, Relative Viscosity, 
and Other Physiochemical Properties of the Blood accom- 
panying Physical and Emotional Stress in the Normotensive 
and Hypertensive Subject 

R. A. Scfineioer and V. M. ZANGARI. Psychosomatic 
Medicine [Psychosom. Med.} 13, 289-303, Sept.—Oct., 
1951. 8 figs., 30 refs. 


Experiments on 2 patients with hypertension are de- 
scribed in which an attempt was made to show the effect 
upon the physico-chemical properties of the blood of 
sustained emotional excitation produced by interview 
and discussion of painful topics. Both patients reacted 
to the interview with anxiety and hostility. These 
emotions were accompanied by a rise in blood pres- 
sure; the authors also observed a reduction in clotting 


‘time and an increase in blood viscosity and haemato- 


crit value. 

[Other observations are also reported in this paper, but 
these are the only experimental findings cited which are 
likely to be of interest to students of psychophysical 
relations. ] Desmond O' Neill 


329. Experimental Psychoses and Other Mental Ab- 
normalities Produced by Drugs 

W Mayer-Gross British’ Medical Journal (Brit: med. 
J.] 2, 317-321, Aug. 11, 1951. 22 refs. 
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330. Mechanism of Development of Katatonic Psychosis | 


after Extracerebral Trauma. (O 
M€XaHH3Me rpynnbl KATATOHHYECKHX MCHXO30B 
nocne PaHeHHA) 

A.S. Czistkovircu. Hesponamoaoeun u [1cuxuampua 
[Nevropat. Psikhiat.] 20, No. 3, 35-39, 1951. 


Katatonic psychosis occurring in 7 soldiers after 
uneventful and apparently complete clinical recovery 
from wounds is described; the cases were observed over 
a period of about 2 years. Complaints were mainly of 
weakness and gastro-intestinal dysfunction. Hypo- 
chondriacal tendencies were a prominent feature. Full 
and repeated clinical investigation failed to reveal any 
organic causes for the multiple symptoms complained of. 
This phase was succeeded by personality changes 
characterized by apathy, solitariness, and psychomotor 
retardation, terminating in katatonic stupor with total 
abstention from food. The patients invariably adopted 
1 of 2 specific postures, either supine and extended, or 
curled up on one side with legs flexed at hips and knees. 
One patient died. Necropsy revealed only marked 
cachexia and mild enterocolitis. Histological examina- 
tion of the brainshowed degenerative vasculo-neurological 
changes. One patient had rectal prolapse and an un- 
usually long sigmoid. 

Speranskij demonstrated the presence in the stomach 
and intestinal tract of nervous receptors connected with 
the central nervous system. Continuous irritation of the 
spinal nerves causes morphological changes in the di- 
encephalon and in the opposite hemisphere. Applying 
this observation to the cases described, it is thought 
that the original trauma produced functional changes in 
the brain, resulting in a specific lowering of the threshold 
to pain. Because of this reduced threshold unpleasant 
sensations from the viscera are magnified. The cortex 
reacts to this enhanced perception by the production of 
a“ blockade ”’, resulting finally instupor. The katatonic 
position of the body and changes in muscle tonus are 
explained as protective reflexes. The cortical blockade 
is an inefficient reaction, inasmuch as it results in 
permanent and regressive personality changes. 

The author stresses the possibility of chronic hyper- 
sensitivity of internal organs and its influence on the 
central nervous system as the cause of many peacetime 
psychoses. W. Szaynok 


331. Spontaneous Remissions in Schizophrenia. 
(Hexoropbie THMbI CNOHTAHHbIX PEMHCCHH MpH 

V. M. Morozov and Y. K. Tarasov. Hesponamonoeua 
y [Tcuxuampua [Nevropat. Psikhiat.] 20, No. 4, 44-47, 
1951. 4 


The authors have studied the spontaneous remissions 
occurring in 70 patients with schizophrenia of an average 
of 10 years’ duration and who received no active treat- 
ment during an observation period of 6 to 16 years. 
Every remission was accompanied by a diminution of 
morbid symptoms, more or less prominent changes of 
personality, and noticeable compensatory processes. 
The group ¢omprised 24 katatonic, 18 paranoid, 18 
hypochondriacal and neurotic cases, and 10 cases of 


other types. Complete spontaneous remission occurred 
only in 2 cases, | katatonic and | paranoid, the other 
patients undergoing various degrees of partial remission. 
Four clinical types of case in which remission occurs 
are described: .(1) A hyperaesthetic type characterized 
by one-sided activity and rigidity, poverty and lack of 
elasticity of affect, pedantism, stereotypy in habits and 
life pattern. This type is introverted, solitary and 
hypersensitive, addicted to daydreams, and introspective. 
No intellectual deterioration is apparent. (2) An 
asthenic type in which affect is preserved. These 
patients are sensitive, solitary, and self-centred. The 
characteristic features are a tendency to fatigue, diffi- 
culties in concentration, headaches, and disturbance in 
sleep rhythm, with occasional morbid depression and 
loss of interest. The patient is passive and unwilling to 
discuss his symptoms. (3) In the paranoid type the 
remission is entirely quantitative. The delusional ideas 
are still present but less vivid. (4) The hypochondriacal 
type also undergoes a quantitative remission only. 
Hypochondriacal delusions remain a feature and are 
accompanied by lack of insight and flattening of affect. 
Information is needed concerning the clinical forms of 
remission following active treatment for comparison with 
the types of spontaneous recovery. W. Szaynok 


332. The Correlation between Electroencephalographic 
and Clinical Findings in Schizophrenia. (O koppenayuu 
KJIMHHYEC- 
KHMH H3MC€HEHHAMH y 

Y. M. BAGALEJ-EKELOVA and D. J. SHMELKIN. Heepo- 
namoaozua u TIcuxuampua [Nevropat. Psikhiat.| 20, 
No. 4, 48-51, 1951. 4 figs., 1 ref. 


In 36 cases of katatonic schizophrenia ranging in 
duration from 6 months (24 cases) to 5 years (12 cases) 
an electroencephalogram (EEG) was recorded on 3 to 6 
occasions before and after active treatment. The results 
were uniform: the EEG showed flattening, especially 
of the alpha waves, which were normal in only 4 cases. 
With remission the EEG returned to normal. 

Experiments on the temporary release of schizophrenic 
inhibition were simultaneously undertaken with adrena- 
line, atropine, and cocaine. Adrenaline proved to have 
no effect on the inhibition, the EEG being unaltered. 
Following atropine injection the clinical signs of in- 
hibition were temporarily diminished, and the EEG 
showed a moderate increase in wave amplitude. The 
most dramatic effects were obtained with the injection 
of 50 to 100 mg. of cocaine in 5% solution. This resulted 
in a marked diminution of schizophrenic inhibitory 
processes. It was found that doses of 150 mg. and over 
invariably increased the inhibition. In all, 103 experi- 
ments were performed with varying quantities of cocaine. 
Marked temporary lessening of katatonic symptoms was 
observed on 65 occasions, while on 85 occasions the EEG 
showed increased amplitude, particularly of the alpha 
waves, which reached normal levels in some cases. In7 
patients inhibitory features appeared to be temporarily 
increased by cocaine, and this alteration was reflected in 
the EEG, which showed flattening, with almost complete 
absence of a recognizable alpha wave. W. Szaynok 
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Infectious Diseases 


333. Leptospirosis in England and Wales 
J. C. Broom. British Medical Journal [Brit. med. J.) 2. 
689-697, Sept. 22, 1951. 4 figs., bibliography. 


This paper is an abridged version of the Milroy 
Lectures, delivered to the Royal College of Physicians 
of Lendon in February, 1951. In it the author reviews 
human leptospirosis on the basis of a study of 465 cases 
of Weil’s disease and 70 human cases of canicola fever 
in England and Wales. This vast series of cases was 
collected in the years 1947-50 by the author who, since 
the middle of 1947, has acted as chief serologist to the 
Leptospira Reference Laboratory of the Public Health 
Laboratory Service covering England and Wales, to 
- which virtually all such cases (together with some cases 
of Weil’s disease occurring in Northern Ireland) have 
been referred. 

After describing and classifying the different species 
of Leptospira and discussing their geographical distri- 
bution, the author deals with all the important aspects 
of Weil’s disease and canicola fever in man. The death 
rate in this series of cases of Weil’s disease was 15%, 
and the majority of patients who died were over 30 years 
of age. The proportion of patients with jaundice was 
74%; in the non-icteric group only | patient died. The 
proportion of males was 95%, a fact undoubtedly due 
to the occupational associations of the disease: of 418 
patients with Weil’s disease, 31°4 were farm-workers, 
5% sewer-workers, 4°% coal-miners, and 10% handlers of 
food or otherwise working in water, while a further 19% 
contracted the disease after bathing or accidental im- 
mersion. The high incidence of the disease in agricul- 
tural workers seems, as shown already by previous 
writers on the subject, to be closely connected with the 
distribution and the size of the rat population. Thus 
most of the cases in this group were found in areas about 
the mouths and along the courses of rivers; moreover, 
the seasonal rise in autumn and winter coincides with the 
threshing season on the farms, when large numbers of 
rats are disturbed and killed. The relatively small 
number of cases reported in coal-miners during the past 
4 years is thought to be due to increased mechanization, 
improved methods of water-pumping, and the closing of 
a number of drift mines. 

Canicola fever is indistinguishable clinically from the 
so-called ** benign form” of Weil’s disease. The most 
prominent symptoms in 56 cases were headache (90%), 
meningitis (78%), stiffness of neck (78%), and injection of 
eyes and muscle tenderness (58°); jaundice was noticed 
in only 18% of patients in this series. Complete recovery 
is the rule unless the disease occurs in a patient with very 
gross renal insufficiency. 

The author discusses at some length the laboratory 
diagnosis of leptospirosis, with special emphasis on 
methods which might help in early diagnosis, and an 
attempt is made to evaluate statistically the effectiveness 


of penicillin in Weil’s disease by analysing the results in 
206 cases treated in different hospitals in England and 
Wales. It is shown that no reduction has occurred in 
the death rate as the result of antibiotic therapy, ir- 
respective of the stage of illness at which treatment was 
begun. Death is usually due to uraemia and it is sug- 
gested that, in desperate cases, methods such as peritoneal 
dialysis, artificial kidney, exchange transfusion, and high 
spinal analgesia might be tried in an attempt to save the 
patient’s life. In discussing methods of prevention of 
leptospirosis in man the author mentions the fact that 
apparently healthy dogs, including young untrained 
puppies, may be symptomless carriers of leptospirae 
and infect their owners with canicola fever. 

[This is an exhaustive review of the subject and is, no 
doubt, a real contribution to our knowledge of lepto- 
spirosis as seen in Great Britain. Although the author 
has found penicillin ineffective in reducing the death 
rate in Weil’s disease, the abstracter still believes that this 
antibiotic or aureomycin, or a combination of the two, 
or even a combination of penicillin and streptomycin, is 
the right treatment and should not be withheld from any 
patient suffering from Weil’s disease. In this he is in 
agreement with the author of the annotation on page 723 
of the same journal, who writes: ‘“* Even though the 
results of Broom’s analysis have been disappointing, the 
practitioner suspecting a leptospiral infection should 
proceed with antibiotic therapy ”’.] 

A. I. Suchett-Kaye 


334. Cryptococcus Meningitis (Torulosis) Treated with 
a New Antibiotic, Actidione 

H. M. WILSON and A. W. Duryea. Archives of Neuro- 
logy and Psychiatry [Arch. Neurol. Psychiat., hicago| 66, 
470-480, Oct., 1951. 4 figs., 24 refs. 


Actidione is an antibiotic derived from the fermen- 
tation of Streptomyces griseus. Its empirical formula 
has been reported to be C;sH23;3NO4. _ It is toxic to man 
when administered intrathecally, but not when given 
intravenously or intramuscularly. Experiments in vitro 
on the organism from a case showed that growth of 
Cryptococcus neoformans was inhibited by the following 
agents: aureomycin, 5 yg. per ml.; actidione, 0-05 mg. 
per ml.; and methylrosaniline chloride, 1 in 200,000. 
Chloramphenicol in concentrations of 2:5, 5-0, and 
10 yg. per ml. had ro inhibitory effect. Penicillin in 
increasing concentrations above 5 units per ml. and 
sulphadiazine in increasing concentrations above 5 mg. 
per 100 ml. suppressed growth for 6 days. Cerebrospinal 
fluid from the patient, who was receiving 60 mg. of 
actidione daily by intravenous injection, completely in- 
hibited the growth of C. neoformans for 14 days, at which 
stage the medium was discarded as sterile. Con- 
centrations of cerebrospinal fluid in the medium ranged 
from 2% to 40%. 
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Two cases are reported in detail. The patient in the 
first case began to lose weight in October, 1948, and the 
diagnosis of C. neoformans meningitis was made in July, 
1949. He failed to respond to 3 weeks’ treatment with 
sulphadiazine, aureomycin, penicillin, and chloram- 
phenicol with increasing doses of potassium iodide. In 
August, 1949, actidione was administered daily in doses 
of 20 mg. intramuscularly and 20 mg. intrathecally. 
Two days later the cerebrospinal fluid became sterile. 
After 15 days the intrathecal therapy was discontinued 
because of the appearance of marked signs of cerebral 
irritation. The drug was then given intravenously in 
doses of 40 mg. daily for 9 days, but after a further 9 
days the organism was again found on culture of the 
cerebrospinal fluid. Three further courses of intravenous 
therapy were given, and finally, in January, 1951, the 
patient was discharged, asymptomatic and clinically well. 
In the second case the patient became ill in January, 
1949. C. neoformans was found in the cerebrospinal 
fluid. His condition steadily deteriorated despgge routine 
therapy. Actidione was not available at that time. The 
patient died on May 30, 1949. Necropsy findings are 
reported in detail; numerous cryptococci were found in 
the cerebrospinal fluid and cerebrum. 

The authors conclude that actidione merits further 
investigation in the treatment of C. neoformans meningitis. 

A. W. H. Foxell 


VIRUS INFECTIONS 


335. Se-called Cat-scratch Fever, a Benign Virus Lym- 
phadenitis. (Die sogenannte Katzenkratzkrankheit eine 
benigne Virus-lymphadenitis) 

T. WEGMANN, C. Usteri, and C. HEDINGER. Schwei- 
zerische Medizinische Wochenschrift [Schweiz. med. 
Wschr.] 81, 853-858, Sept. 8, 1951. 5 figs., 19 refs. 


The authors suggest the name “ benign virus lym- 
phadenitis for the disease known as cat-scratch fever 
which has the following characteristics: After a relatively 
trifling injury, often a cat-scratch, the patient develops a 
reddish-blue papule at the site of injury: this papule, 
which may be regarded by the patient as due to an insect 
bite or even ignored altogether, may in severe cases 
become purulent. A little later the temperature rises 
slightly and the regional lymph nodes enlarge. At first 
they are small and sharply defined (‘‘ nuts in a bag’’), 
but later become ‘matted together and greatly enlarged. 
Though fluctuation cannot be demonstrated clinically, 
aspiration of the mass may yield sterile yellow-green pus 
of the consistency of thin cream. In untreated cases the 
glands may discharge through cutaneous fistulae: both 
natural and artificial drainage lead to rapid healing. 

The general symptoms are trifling: there is no leuco- 
cytosis (there may be a leucopenia with relative lympho- 
cytosis) and no marked increase in the erythrocyte 
sedimentation rate. The spleen is occasionally enlarged. 
The incubation time varies from 5 days to 6 weeks. 
Injury by cat scratch can usually be proved, but in those 
cases where the patient has definitely avoided cats the 


authors suggest that fowls or even thorns may have 


‘ carried the virus. Patients who are suffering from the 


disease give a positive complement-fixation test (shared, 
however, with the virus of lymphogranuloma venereum 
and its group) and a sharply specific skin reaction to 
the pus. The complement-fixation test becomes negative 
if the patient recovers, but the skin test remains positive 
for years after infection. : 

Histologically, the skin shows superficial infiltration 
with eosinophil granulocytes and lymphocytes, nodules 
of histiocytes with Langhans-type giant cells, and deeper 
perivascular nodules of plasma cells. Elongated cells 
may contain numerous granules staining blue-violet with 
Giemsa’s stain and resembling the mclusion bodies of 
lymphogranuloma venereum, to which the virus of cat- 
scratch fever is supposed to be related. The lymph 
nodes show cortical granulomata mainly composed of 
histiocytes, Langhans cells, and foreign-body giant cells, 
with extensive necroses containing polymorphonuclear 
leucocytes and nuclear remnants; there is extensive 
cellular infiltration of the capsule. The differential 
diagnosis is from tuberculosis and sarcoid. A descrip- 
tion is given of 10 illustrative cases. 


[The illustrations are-rather poor.] C. L. Oakley 


336. Primary Herpes Simplex Virus Infection of the 
Adult, with a Note on the Relation of Herpes Simplex 
Virus to Recurrent Aphthous Stomatitis 

E. D. KitpourNe and F. L. HorsFatt. Archives of 
Internal Medicine [Arch. intern. Med.] 88, 495-502, Oct., 
1951. 1 fig., 30 refs. 


The authors describe 2 cases of primary infection with 
the virus of herpes simplex and 1 of recurring aphthous 
ulcers in adult males. They also discuss the relationship 
of the virus to the latter condition. Primary infection 
ordinarily occurs in infancy and is manifested clinically 
by acute stomatitis—agreed, until recently, to be usually 
of the “‘ aphthous”’ type. According to the widely 
accepted theory of Burnet and Williams the virus, once 
implanted, persists in the tissues, periods of latency 
alternating with activity—evident as vesicles on the lips 
or on other sites primarily invaded. Subjects of re- 
current herpes have measurable concentrations of anti- 
body in the serum as the result of the continuing antigenic 
stimulus of the latent virus. There is serological evi- 
dence of previous infection in 60 to 90% of adults. 
Primary infection of adults has been rarely described, 
and can be confirmed only by the presence of antibodies 
during convalescence and their absence during the acute 
phase of the illness, which may be dissimilar from‘ the 
infantile form. The virus of herpes simplex is usually 
cultured upon the chorio-allantois, but the authors dis- 
covered that infant mice were suitable and convenient 
hosts for the propagation of the virus and serological 
titrations, and thus were used throughout the investiga- 
tions, although cultures were confirmed in ovo. 

All 3 patients were admitted to the Hospital of the 
Rockefeller Institute, New York. The first (aged 43) 
had a subacute febrile illness lasting more than a fort- 
night and resembling infective mononucleosis (heterophile 
agglutination “‘ normal’’). Four days before admission 
hyperaesthesia and hyperalgesia of the left side of the 
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face were noted, and upon the day before admission a + provided by the correlation of lesions with recoverable 


small punched-out ulcer appeared on the mucosal surface 
of the lower lip. Before the appearance of this ulcer 
throat washings yielded a filter-passing agent possessing 
the host-range and serological characteristics of herpes 
simplex virus. Before and during the early stages of the 
illness the patient’s serum failed to neutralize the homo- 
logous strain of the virus, whereas convalescent and later 
specimens neutralized homologous and other strains in 
infant mice and in ovo. There was no evidence of in- 
fection with mumps, influenza, or Coxsackie viruses. 

The second patient (aged 21) 10 days before admission 
had a gingival ulcer which persisted for 3 days; and 3 
days before admission he had sore throat, malaise, and 
pyrexia, which failed to respond to procaine penicillin. 
On admission a small ulcer on the dental margin of the 
lower lip, acute pharyngitis, and cervical adenopathy 
(chiefly left-sided) were noted. Infective mononucleosis 
was again suspected (heterophile agglutination negative). 
Absence of pathogenic bacteria in cultures from the 
pharynx, sterile blood culture, and a low leucocyte count 
appeared to exclude a bacterial infection. On the other 
hand, herpes simplex virus. was cultured from throat 
washings, and whereas no antibody was detected during 
the acute phase of the illness, a progressive rise in titre was 
observed in subsequent samples of serum. Questioning 
elicited a history of recurrent small painful white ulcers 
on the gums and buccal mucosa. Nevertheless, the 
authors consider that the case was one of primary 
herpetic pharyngitis of infantile type, but without the 
usual concomitant ulcerative stomatitis. 

The third patient (aged 29) gave a history of recurrent 
labial vesicles and aphthous ulcers of the mouth and gums 

since childhood. Previous to January, 1950, intra- 
- peritoneal injections of throat and mouth washings 
into newborn mice produced no evident disease. Between 
January and November, 1950, 5 separate episodes of 
buccal or gingival ulceration occurred, the first being 
accompanied by sore throat and malaise. Swabbings 
from an ulcer killed mice and produced typical lesions in 
chick embryos. Passage material from both experimental 
hosts was neutralized by herpes simplex virus antiserum. 
Washings from later sublingual vesicles were negative for 
virus. In March, 1950, submucous resection of the sep- 
tum was followed by sore throat, discrete yellow papules 
on gums and palate, and dysphagia. Scrapings from the 
the palatal papules failed to kill mice, but produced pocks 
upon the chorio-allantois. The filterable agent was pas- 
saged and neutralized by herpes simplex virus antiserum. 
One week preceding submucous resection the patient had 
a painful gingival ulcer, and another in May, 1950: from 
the latter the virus was cultured. During October two 
separate ulcers occurred, but attempts to recover the 
virus failed. Throughout the period the serum antibody 
titres were those characteristic of most adults, and no 
significant changes occurred during the episodes. 

The authors point out that recovery of a virus is not 
proof of its aetiological role. Of equal or greater import 
is a rise in the titre of antibodies during convalescence. 
In recurrent herpes simplex, however, antibody levels 
are high at the time of the recurrences, and therefore 
this test has little value. There remains the evidence 


virus. In the last case virus was isolated only, but not 
invariably, when aphthous ulcers were present, and this 
is in accordance with the experience of others. The 
association between virus and ulcer is supported by the 
failure of buccal washings from 17 adults suffering from 
various febrile illnesses, 7 of whom were known to be 
subject to buccal herpes, to produce herpetic lesions 
in mice; and by the fact that provocation of labial 
herpes by surgical section of the trigeminal nerve may 
be attended by buccal aphthous ulcers (Carlton and 
Kilbourne). 

The authors suggest that multiple aetiology may explain 
the many failures to implicate the herpes simplex virus, 
and point out that a virus of the Coxsackie group has 
been recovered from children with ulcerative pharyngitis 
by Heubner and his associates. Primary herpes simplex 
infections in the adult may involve not only the oro- 
pharynx but the genitalia, skin, and central nervous 
system. Mey stress that their 2 cases of primary in- 
fection were at first suspected to be cases of infective 
mononucleosis, and suggest that similar vague illnesses 
so diagnosed clinically, but not serologically, may be of 
herpetic origin. Citing their third case, they contend 
that herpes simplex virus cannot be flatly rejected as the 
causal agent of aphthous ulcers, and also deny the “ all- 
or-nothing ”’ antibody content of human sera as postu- 
lated by Burnet and others. 

[This report is of great interest and importance to 
virologists and clinicians alike. It may profitably be 
read in conjunction with Burnet’s monograph “* Virus as 
Organism *’ (Cambridge, Mass., 1945, p. 47 ef seq).] 

E. H. R. Harries 


337. Aureomycin and Chloramphenicol in the Treatment 
of Zoster. (Aureomycin og chloromycetinbehandling af 
zoster) 

G. SCHAFFER and I. B. SvENDSEN. Ugeskrift for Leger 
[Ugeskr. Leg.] 113, 1537-1540, Nov. 15, 1951. 10 refs. 


This paper reports the result of treatment of 16 cases 
of herpes zoster with aureomycin (dose, 500 mg. 4 times 
a day for 4 days), and 8 cases with chloramphenicol (dose, 
2 to 4 g. a day for 3 to 7 days). Alternate cases were 
used as controls. The course of the illness did not differ 
significantly in the treated and the control groups, either 
in respect of skin phenomena or of neuralgic pains. 

W. G. Harding 


338. An Epidemic of Bornholm Disease in North 
Amsterdam. (Een epidemie van Bornholmse ziekte in 
Amsterdam-Noord (Tuindorp-Oostzaan)) 

L. F..SCHAEFFER. Nederlandsch Tijdschrift voor Genees- 
kunde (Ned. Tijdschr. Geneesk.] 95, 2938-2948, Oct. 6, 
1951. 4 figs., 16 refs. 


In a febrile epidemic in North Amsterdam in the 
summer of 1951, 358 cases of “ summer grippe ”’ were 
seen, the clinical picture of which conformed to that 
of Bornholm disease. The extent and rate of spread 
within families indicated a highly infectious disease and 
a short incubation period, probably of a few days. While 
the fully developed condition was mainly seen in children, 


— 
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mild forms were not uncommon in adults. The throat, 
typically injected, in 4 cases showed a greyish-white 
tonsillar: exudate (negative for diphtheria bacilli and 
Plaut—Vincent’s organisms), and the presence of the 
herpangina of Huebner was established in 8. A dry 
pleurisy, clearing rapidly, was observed 3 times in the 
later phase of the epidemic, but not in association with 
meningitis, as has been reported. Although occipital 
and neck pains were common, neck rigidity and 
Kernig’s sign were not observed. Splenic enlargement, 
appearing and disappearing with the disease, was seen 
in | case. A virus of the Coxsackie group, type Powers, 
which caused myositis, myocarditis, encephalitis, and a 
characteristic inflammation of fatty tissue with calcium 
deposition in newborn mice, was isolated from an un- 
specified number of cases. R. Crawford 


339. Changes in the Nervous System due to Virus 
Influenza A and B. HepBHOH CHCTeEMbI 
pH BHpycHoM rpunne A u B) 

S. N. DAvipENKorrF, T. T. STIBLANC, E: F. KULKOvA, 
O. A. PokRovskKaAsA, and E. A. SANAMIAN. Heeponamo- 
u IIcuxuampua [Nevropat. Psikhiat.] 20, No. 3, 
11-18, 1951. 2 refs. 


Of 697 cases attributed to influenza virus A inepidemics 
in Leningrad in the spring of 1949 and the winter of 
1949-50, 47 (6-7%%) showed some neurological symptoms; 
most frequent were encephalitis (12), lumbosacral radi- 
culitis, neuritis, and neuralgia (14), and meningo- 
encephalitis (5). 

Of 140 patients suffering from Type B influenza, 34 
(24:2%) had neurological symptoms, including 12 with 
meningitis, 11 with meningoencephalitis, and 7 with 
encephalitis. In this epidemic it was apparent that the 
central nervous system was more seriously and more 
widely involved. The symptoms were severe and often 
similar to those of epidemic encephalitis, but of short 
duration. Recovery usually followed. Among the 
cranial nerves the vagus was chiefly involved. 

W. Szaynok 
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340. Paralytic Consequences of Poliomyelitis Infection 
in Different Parts of the World and in Different Population 
Groups 

A. B. SABIN. American Journal of Public Health [Amer. 
J. publ. Hith\ 41, 1215-1230, Oct., 1951. 2 figs., 43 refs. 


The author presents a general survey of the effect of 
poliomyelitis as encountered in various parts of the world 
and in different population groups. It is suggested that 
genetic factors are important in determining whether 
the virus causes a minor illness or paralysis, or merely 
induces an acquired immunity. The author holds the 
view that the very high paralytic attack rate observed 
in certain closely inbred communities in the Arctic and 
also in the Tropics may well be due to the genetic con- 
stitution of the populations in question. He is of the 
opinion that epidemics of poliomyelitis are caused by 
strains of virus of unusual virulence, whereas during 


interepidemic years several closely related strains of low 
virulence are widely disseminated. Hence during inter- 
epidemic periods paralysis may be rare even in com- 
munities where the disease is normally endemic, the 
amount of paralysis in a given community being deter- 
mined by the frequency of epidemics. 

The author regards the epidemic as equivalent to the 
dissemination of high-virulence strains in a population 
inadequately immunized by organisms of low virulence. 
The subclinical immunization of infants, either pla- 
centally or through lactation, has not been demonstrated, 
since about 80 to 90% are still without antibody at the 
end of the second year of life. The more widespread 
the viral dissemination, the less the likelihood of paralysis 
occurring. This probably accounts for the remarkable 
absence of paralytic cases in populations living in con- 
ditions of poverty and bad sanitation. Animal experi- 
ment suggests that ingestion of small doses of virus into 
the stomach can produce immunity without risk of 
causing paralysis. Thus people who are constantly sub- 
jected to this possibility may well be in the best position 
to acquire immunity without paralysis. 

{In this paper is summarized much information not 
readily available in Britain, and it contains many stimu- 
lating ideas.] Joseph Ellison 


341. Effect of Physical Activity on Prognosis of Polio- 
myelitis 

R. M. Avsrecut and F. B. Locke. Journal of the 
American Medical Association [J. Amer. med. Ass.| 146, 
769-771, June 30, 1951. 6 refs. 


The authors studied the effect of physical activity on 
the prognosis in 381 cases of poliomyelitis in patients 
aged 3 years and upwards. From a detailed history the 
degree of activity during the 3 days before the onset of 
illness to a number of days after the onset was assessed 
by one observer, who was uninformed as to the degree of 
paralysis. The extent of the paralysis was assessed by 
trained physiotherapists approximately 6 months after 
the onset. 

There was no correlation between the severity of 
paralysis and the activity in the 3 days preceding the 
onset of illness or in the 3 days before the onset of 
the meningeal stage. Activity on the day of onset of the 
meningeal stage in adults, but not in children or 
adolescents, resulted in significant increased severity of 
paralysis. 

The authors state that their results are not in agree- 
ment with those of Russell, Hargreaves, and Horstmann 
previously reported from the United Kingdom and the 
United States. John F. Loutit 


342. Effect of Transportation on Severity of Acute 
Poliomyelitis 

M. B. BrAHpy and 8. H. Katz. Journal of the American 
Medical Association [J. Amer. med. Ass.] 146, 772-774, 
June 30, 1951. 5 refs. 


In this investigation in New York, 380 local patients 
and 113 patients admitted to the same hospital from 
some distance away during the poliomyelitis epidemic 
of 1949 were studied. Among the transported patients 
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there was a higher percentage in the age group 5 to 14 
years. The average duration of illness was much the 
same in both groups, and there was nothing to suggest 
that the transported cases were selected because of the 
severity of the disease. Of the 380 local patients 20 
died, as against 18 of the 113 transported patients; and 
among those with bulbar and encephalitic involvement, 
19 of 78 in the local group and 17 of 37 in the transported 
group died. 

The conclusion is drawn that * transportation over long 
distances may be harmful to a patient in the acute stage 
of poliomyelitis *’. John F. Loutit 


See also Pathology, Abstract 93; 
Abstract 100; 
259-60. 


Bacteriology, 
and Endocrine Disorders, Abstracts 


INFECTIVE HEPATITIS 


343. The Treatment of Infective Hepatitis (Botkin’s 
Disease) in Children. rena- 
THTa (60one3HH B BO3pacTe) 

N. V. Gotman. //e0uampua [Pediatriya] No. 3, 20-25, 
1951. 6 refs. 


The author presents details of his plan of treatment for 
children suffering from infective hepatitis. He recom- 
mends that the patient should have complete rest for at 
least 3 weeks, with daily warm baths, especially when 
there is severe itching. The child should be given a 
rational but salt-free diet containing full amounts of 
carbohydrate, small quantities of protein, but no fats. 
_ This should be supplemented with plenty of fruit and 
fruit juices, and with ascorbic acid in daily doses of 100 to 
200 mg.; also with “ vitamin B in 5- to 10-mg. doses ’’. 
Glucose, with or without the addition of a small amount 
of insulin, should be given: in mild cases 200 to 400 ml. 
of 10% solution by mouth, and in severe cases intra- 
venous injection of 40% solution, once or twice daily. 
After 8 to 10 injections the condition usually improves: 
temperature falls and the liver diminishes in size. Liver 
preparations have also been found useful—1 or 2 ml. 
once or twice a day by intramuscular injection. In cases 
of severe vomiting gastric lavage with warm water should 
be performed. Diathermy of the liver is claimed by 
the author to have given good results in some cases. 

H. W. Swann 


344. The Cutaneous Allergy Test in Infective Hepatitis. 
mpo6a 6onesHu Botrkuua) 
K. F. Viapimirova. Aaunuyecxan Meduyuna [Klin. 
Med., Mosk.} 29, No. 7, 50-52, 1951. 


Whereas there can be no doubt of the infective origin 
of Botkin’s disease (imf2ctive hepatitis), there also exists 
an enhanced reactivity, as has been shown by Chernorut- 
sky, Zhdanov, Schwartz, and others. This has been 
studied by the present author in 75 cases at the height 
of the disease and during the period of recovery. 

A filtrate of gastric contents and urine of patients was 
‘prepared by alkalinizing the gastric contents to pH 7:2 
to 7-4, heating to 56° to 60° C., and filtering; sterility 


was tested by incubation. As controls there were 2 
healthy persons and 21 patients with diseases other 
than infective hepatitis. An intracutaneous injection of 
0-2 ml. of filtrate was made, and also a control injection 
of 0-2 ml. of normal physiological saline. Reactions 
were classified as severe (consisting of a hyperaemic 
patch 4 cm. or more in diameter, pyrexia, nasal catarrh, 
cough, pain on swallowing, and increased pain in the 
liver); positive (hyperaemia with patch 2 cm. in dia- 
meter); weakly positive (patch | to 2 cm. in diameter); 
and negative. Reactions appeared in the second week 
in patients suffering from infective hepatitis and were 
sometimes severe; in tests performed on patients 3 to 
6 months after subsidence of the disease process the 
reactions were strongly positive in 7 and weakly positive 
in 8, and lasted up to 28 hours. Reactions to a filtrate 
from the gastric contents of subjects not suffering from, 
or never having had, infective hepatitis gave negative or 
very weak reactions. A filtrate from patients with 
strongly positive reactions, when injected into patients 
who had previously given a positive, weakly positive, or 
negative reaction, caused a weak reaction in 10 and a 
negative reaction in 23 cases. 

In a series of 43 patients suffering from diseases other 
than infective hepatitis (including 28 with chronic disease 
of the stomach and duodenum) “ gastric allergen ’’ from 
patients with infective hepatitis was injected with negative 
results. The author, who accidentally contaminated the 
right side of her neck, herself developed a reaction which 
lasted 3 weeks; 12 weeks later she developed infective 
hepatitis. In view of her findings she regards the reaction 
as specific. 

(Unfortunately, the results are not tabulated and it is 
impossible to gather how many severe, positive, and 
weakly positive reactions were obtained in the total of 
75 cases. There is also no indication as to the stability 
of the allergen, which seems to have been freshly pre- 
pared for use. It might, however, prove of value in 
differentiating infective hepatitis from other forms of 
jaundice. ] L. Firman-Edwards 


345. Polyarthritic Syndrome in the Pre-icteric Stage of 
Infective Hepatitis. 
6one3sHu Borkuua) 

L. Y. Noite. Kaunuyecxan Meduyuna [Klin. Med., 
Mosk.} 29, No. 7, 52-55, 1951. 9 refs. 


A prolonged polyarthritic syndrome may be observed 
in the pre-icteric stage of infective hepatitis. In this 
paper 3 cases are described in which pain and swelling 
in numerous joints, which did not respond to salicylates 
or amidopyrine, were complained of 5 to 6 weeks before 
the onset of jaundice and abdominal symptoms. Tem- 
perature was normal, the erythrocyte sedimentation rate 
was normal or low, and leucopenia was present. At the 
onset of jaundice these pains and joint manifestations 
rapidly disappeared. The author regards the pheno- 
menon as allergic in character; with the disappearance 
of virus from the blood in the icteric stage the general 
reaction subsided. In 1 case a fine rash over the whole 
body, but most noticeable on the upper quadrants of 
the abdomen, accompanied the joint pains. — 
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[This observation, together with those of Vladimirova 
(see Abstract 344), suggests that the virus of infective 
hepatitis may disappear from the blood in the icteric 


stage and appear in the stomach contents and urine.] 


L. Firman-Edwards 


346. Treatment of Infective Hepatitis by ‘‘ Water 


Shock (Jleyexue 6onesHu y3asioM 
BORAHBIM TOJIYKOM) 

A. L. Vitkovisku. Meduyuna [Klin. 
Med., Mosk.| 29, No. 7, 59-60, 1951. 10 refs. 


The treatment of infective hepatitis by “* water shock ”’ 
was proposed by Goldman and Leontyev in 1940. The 
present author’s method is to administer 1,500 ml. of 
water to the fasting patient in the morning over a period 
of 30 to 40 minutes, and simultaneously to give an 
intramuscular injection of 1 ml. of “ merkusal” (a 
mercurial diuretic). This treatment is repeated at 
intervals of 3 to 4 days. The day before the first treat- 
ment, and each 24 hours after it for 2 to 3 days, the 
serum bilirubin level is estimated and the MacClure test 
performed. The glucose-tolerance, Takata—Ara, and 
formalin tests are also used to estimate the hepatic 
function. 

A total of 70 patients—34 men and 36 women—were 
treated by this method. The average duration of 
jaundice in this group was 27 days, as against 32 days 
in a control group of 40 persons not so treated. The 
serum bilirubin level fell in 48 to 72 hours to 50% or less 
of the initial figure. Pruritus disappeared and appetite 
returned soon after the first treatment. In many of these 
patients the disease was at its height when treatment was 
initiated. 

{In an earlier issue of the same journal (Klin. Med., 
Mosk., 1951, 29, No. 4, 76) Dashevskaya describes 
similar results in a series of 51 cases.] 

L. Firman-Edwards 


347. Infectious Hepatitis. Length of Protection by 
Immune Serum Globulin (Gamma Globulin) during 
Epidemics 

J. Stokes, J. A. FARQUHAR, M. E. Drake, R. B. Capps, 
C. S. WarD, and A. W. Kitts. Journal of the American 
Medical Association [J. Amer. med. Ass.| 147, 744-719, 
Oct. 20, 1951. 3 figs., 10 refs. 


The finding that small inocula of human gamma 
globulin gave passive protection against epidemic in- 
fective hepatitis led to the present more elaborate study 
into: (1) the relative effectiveness of various batches of 
the globulin; (2) the dosage required; and (3) the 
duration of protection. These aspects were examined 
during 3 institutional outbreaks of this disease. 

The first occurred in a population of about 800 
mentally retarded males. The epidemic consisted of 
121 cases over a period lasting from the end of May to 
the middle of December, 1948, and reaching its peak in 
mid-August. The cases all came from 10 ordinary 
“ cottages’ in the institution; the 2 “detention cot- 
tages ’’, which had their own dining-rooms, were exempt. 
Repeated culture of the water supply revealed no evidence 
of faecal contamination; the milk was pasteurized. For 
ihe protection tests, started on Aug. 16, 2 groups 


totalling 248 and 264 respectively were selected; the 
former were inoculated intramuscularly with 0-06 ml. 
per Ib. (0-13 ml. per kg.) body weight of the y-globulin 
solution, while the latter served as a control. The 2 
groups were formed by selecting alternate inmates alpha- 
betically in each “ cottage’’. In the inoculated group 
5 cases of hepatitis with jaundice occurred, 4 of them in 
the first 5 days; in the control group 44 cases were 
recorded. Nine months after the end of this period 
50 volunteers from the inoculated group were tested for 
immunity by the oral administration of infected serum; 
mild hepatitis with jaundice developed in 6. 

The second study was made on student nurses in an 
orphanage, amongst whom infective hepatitis had been 
endemic for some years. Between November, 1947, and 
August, 1948, 36 incoming nurses were inoculated with 
y globulin (0-06 ml. per Ib. or 0-13 ml. per kg. body 
weight). In the 3-year period before the use of y 
globulin the number of new entrants among the nursing 
staff contracting hepatitis with jaundice was 44 out of 
139; of the 36 nurses inoculated with y globulin, only 
1 (3%) became affected; and of the 20 nurses entering 
the institution after inoculation had been stopped 9 
(45%) contracted hepatitis—6 with and 3 without 
jaundice. 

The third outbreak took place at a State Training 
School for 87 girls and 85 boys between 4 and 14 years 
old. The children were placed in the inoculation or the 
control group on an alphabetical basis. An inoculation 
of 0-01 ml. per Ib. (0-022 ml. per kg.) body weight was 
given. Of the 29 control boys hepatitis with jaundice 
developed in 22, and of the 34 inoculated 2 were affected. 
Of the 48 control girls 20 became jaundiced, whereas 
none of those inoculated contracted the disease. 

The implications of these important observations are 
fully discussed. It is inferred that protection after such 
inoculations lasts for 8 to 9 months. Reasons are given 
for rejecting the view that this depends on an active 
immunization with a neutralized mixture of virus and 
homologous antibody. It is regarded as possible, though 
unlikely, that the injected antibody continued to be 
operative throughout this period. The inference favoured 
is that the inoculation permitted a subclinical infection 
with the hepatitis virus to fortify actively the passive 
immunity initially conferred by the serum globulin. ‘This 
last conclusion is supported by relevant evidence from 
studies of human and animal viral diseases. 

G. Payling Wright 


348. Epidemic of Homologous Serum Hepatitis Ap- 
parently Caused by Human Thrombin 

M. F. Lesses and M. W. Hamo.sky. Journal of the 
American Medical Association [J. Amer. med. Ass.| 147, 
727-730, Oct. 20, 1951. 14 refs. 


Freeze-dried, Seitz-filtered preparations of thrombin 
derived from pooled human plasma were considered 
to be the source of the agent of homologous serum 
hepatitis in the epidemic recorded in this paper. All 
the 221 cases arose, over a period of 10 months, in 
patients after operation in a hospital where absorbable 
gelatin sponges soaked in human thrombin had been 
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used. The epidemic followed a change from bovine to 
human thrombin. The incubation period in these cases 
varied from 66 to 137 days, with a mean of 103 days. 
One patient died as a result of the infection. 

Similar contemporary epidemics of hepatitis were 
observed in two nearby hospitals which had employed 
human thrombin preparations for surgical purposes. 

G. Payling Wright 
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349. Food Poisoning of Staphylococcal Origin. (In- 
toxications alfmentaires d’origine staphylococcique) 

J. Boyer, L. Corre, P. Mercier, J. Prccet, and M. 
Tissier. Presse Médicale [Pr. méd.] 59, 1260-1263, 
Sept. 29, 1951. 5 refs. 


The authors give details of 8 outbreaks of food 
poisoning which occurred in the Paris neighbourhood 
and involved 34 persons. The aetiological agent was 
Staphyloccus aureus, consumed in potted meat made 
with pork or in sardines in oil. Clinically, the attacks 
differed from those due to salmonellae, being charac- 
terized by a brief incubation period (30 minutes to 3 
hours), an explosive onset with vomiting, diarrhoea, 
colic, and general collapse, and a short course (6 to 8 
hours). There was extreme weakness, but no fever. In 
all cases the causative organism was isolated and the 
infective source traced and confirmed. The organism 
produced an enterotoxin which caused gastro-enteritis 
on parenteral injection into kittens. 

These outbreaks, in so far as the potted meat was 
concerned, were probably due to contamination from 
workers carrying staphylococcus in the anterior part of 
the nose and the pharynx or from a worker suffering 
from furunculosis at the time. It is suggested that the 
keeping of such foods in small shops not furnished with 
a refrigerator permits of the elaboration of the potent 
enterotoxin. James D. P. Graham 


350. Mass Treatment of Leprosy with D.A.D.P.S. 
(Dapsone) 

A. S. GarretT. Leprosy Review [Leprosy Rev.] 22, 47- 
53, July—Oct., 1951. 


This paper contains a record of the first 13 months’ 
treatment of 9,000 patients in and around the Onitsha 
Leper Settlement in Eastern Nigeria. Routine treatment 
in the settlement, where more adequate supervision is 
possible, consisted in the administration of 0-1 g. of 
dapsone (4 : 4’-diaminodiphenyl sulphone) daily for 6 
weeks, and thereafter 0-2 g. for 6 days a week. At out- 
patient clinics in the villages a twice-weekly dose of 0-1 g. 
was given for 3 weeks, and gradually increased to 0-3 or 
0-4 g. twice weekly. This was accompanied, or if 
necessary preceded, by administration of ferrous sulphate, 
of which the optimum dose was 10 gr. (0-65 g.) daily. 
No out-patients were treated who were not living within 
5 miles (8 km.) of the clinic and were not willing, if 
infectious, to be segregated. 

The incidence of dermatitis, lepra and nerve reactions, 
jaundice, and psychosis is discussed. Apart from the 


need for early recognition of dermatitis and the liberal 
use of antihistaminics, none of these complications 
seemed to be serious enough to discourage the adoption 
of this rapid and effective treatment, which requires the 
minimum of medical supervision. Twice-weekly treat- 
ment appeared to the author to be safer and probably 
as, good, but he does not go so far as to recommend that 
it should replace daily medication in the settlements. 

The existence of a flourishing “ black market” in 
dapsone is noted with regret and alarm. 

Clement Chesterman 


351. Liver Damage during Treatment with Diamino- 
diphenylsulphone 

J. BARNes and E. J. BARNES. 
Rey.] 22, 54-56, July—Oct., 1951. 


A Nigerian woman aged about 30 was admitted to a 
segregation village with mild maculo-anaesthetic leprosy. 
She appeared to be in good general condition. Com- 
bined treatment with chaulmoogra oil intradermally and 
dapsone (4 : 4’-diaminodiphenyl sulphone), 100 mg. 
daily for 6 days and thereafter 200 mg. daily, was begun 
and continued for 6 weeks. After the patient had 
received a total of 7-8 g. of dapsone there developed 
dermatitis, oedema of the ankles, jaundice, a micro- 
papular rash, and low fever. She was found to be 4 
months pregnant. 

Despite treatment she died 10 days later. The liver 
was found to be small (23 oz. or 652 g.) and on section 
showed extensive necrosis, mainly centrilobular. There 
was also some fatty degeneration, with proliferation of 
bile ducts. Subacute necrosis of the liver was diagnosed, 
“tropical subclinical cirrhosis *’ being regarded as the 
predisposing factor. Despite previous experience it is 
concluded that 200 mg. of dapsone daily is too high a 
dose. 

{It would appear that pregnancy was the most im- 
portant predisposing factor in this case.] 

Clement Chesterman 


prosy Review [Leprosy 


352. Studies in the Histology of Early Lesions in 
Leprosy 

V.R. KHANOLKAR. Indian Council of Medical Research 
Special Report Series (Spec. Rep. Ser. Indian Coun. med. 
Res.] 19, 1-18, 1951. 30 figs., 26 refs. 


Detailed descriptions are given of the histology of 
skin biopsy material obtained from contacts of cases of 
leprosy, from patients in the pre-lepromatous stage, and 
from early lesions of the neural and lepromatous types. 
No clinical evidence of leprosy was found in the contacts, 
but acid-fast leprosy bacilli were present in the skin 
specimens from all adults who gave a positive lepromin 
reaction. No structural abnormality in the dermis or 
epidermis was present, but acid-fast bacilli were found 
on examination of serial sections in all cases. Neural 
involvement was a feature of the histology of all lesions. 

It is concluded that the portal of entry of the infection 
is healthy or slightly altered skin and that the spread is 
neural from the beginning. The liability of children to 
acquire the disease is explained on the basis of continuous 
growth and change in the skin in childhood and of the 


— 
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special liability of the cutaneous nerve plexuses to 
damage. While the mode of infection is the same, the 
variability of the clinical picture is explained by variations 
in the reaction of the host. 
[This report is profusely illustrated and should be 
studied in the original by those interested.] 
J. L. Markson 


353.. Bacitracin Therapy in Chronic Bacillary Dysentery 
D. N. SILVERMAN. Gastroenterology [Gastroenterology] 
19, 320-325, Oct., 1951. 15 refs. 


Chronic bacillary dysentery is widespread in the Gulf 
States of the U.Ss, the infecting organism in a high pro- 
portion of cases being the Duval-Sonne strain of Shigella 
dysenteriae. The author claims to have reported 4,000 
cases in the last 25 years. As it has been found that up 
to 12% of patients with subacute disease or convalescent 
from an attack are intermittent carriers and are largely 
responsible for the spread of infection, the author set out 
to find a remedy which would not only clear up the 


clinical symptoms but also abolish the carrier state. The ° 


sulphonamides have proved of value in the treatment of 
bacillary dysentery, but the toxicity of protracted ad- 
ministration and the emergence of resistant strains have 
limited their usefulness. 

In the present paper the author gives details of 14 
cases treated by bacitracin. The Duval—Sonne strain of 
Sh. dysenteriae was isolated in 6 cases, the Flexner strain 
in 5, and the Shiga strain in 3. The antibiotic was given 
in doses of 40,000 units 3 times daily to a total varying 
from 1 mega unit in 8 days to 4 mega units in 30 days. 
No toxic symptoms were recorded. A stool culture 
negative for dysentery organisms was obtained in all 14 
cases, and no relapses have been noted during observation 
periods of 3 months to 3 years. William Hughes 


354. Follow-up Study of Therapy in Forty-eight Cul- 
turally Proved Cases of Brucellosis. Streptomycin and 
Sulfadiazine, Aureomycin, and Chloramphenicol (Chloro- 
mycetin) 

W. W. Spink, W. H. HALL, and R. MAGOFFIN. Archives 
of Internal Medicine [Arch. intern. Med.] 88, 419-432, 
Oct., 1951. 41 refs. 


Most clinicians agree that streptomycin and sulpha- 
diazine, aureomycin, or chloramphenicol will favourably 
influence the course of brucellosis irrespective of the 
infecting strain, which, however, should be considered in 
any assessment of results. But so far reports of treat- 
ment with any of these drugs have been concerned 
principally with the immediate outcome, whereas brucel- 


losis is an insidious disease liable to relapse. Thus - 


long-term follow-up studies of bacteriologically proved 
cases are necessary to ascertain whether cure or improve- 
ment is lasting and the comparative merits of the drugs 
used. The present report, based upon 48 proven eases 
treated at the Minnesota University Hospitals, provides 
such information, although the authors point out the 
desirability of further studies on the same lines. 

In the series described Brucella abortus infections (44) 
predominated over Br. suis (2) and Br. melitensis (2). 
The average age of the patients was 31-1 years, and all 

M—H 


but 6 were males. In 33 cases the attack on admission 
was “ acute’ (duration 3 months or less), in 11 “‘ sub- 
acute’? (over 3 but less than 12 months), and in 4 
‘chronic ’’ (1 year or over). Initial admission to_hos- 
pital was usually based upon clinical severity, and 
complications included subacute bacterial endocarditis, 
disabling neuritis, radiculitis, arthritis of hip, and sacro- 
iliac osteomyelitis; 3 patients had concomitant amoe- 
biasis. 

Of 21 patients treated with streptomycin and sulpha- 
diazine and followed up for an average period of 29-5 
months 11 recovered promptly without residual effects, 
although 1 developed ‘‘ moderate”’ vertigo. From 6 
patients blood cultures were positive after treatment was 
stopped (2 were cured subsequently with aureomycin), 
although none of the infecting strains of brucella was 
streptomycin-resistant. Late clinical relapse occurred in 
1 patient (spondylitis and radiculitis) apparently cured by 
a second course of the same combination of drugs. 
Among this group was a 56-year-old farmer’s wife who 
had previously been treated in a sanatorium for supposed 
paravertebral tuberculous abscess. Br. abortus was cul- 
tured from the pus and, except for residual limitation of 
movement, the lesion was cured by streptomycin and 
sulphadiazine. Of 22 patients treated with aureomycin 
(average follow-up period 15 months) 13 recovered com- 
pletely without relapse or residua (they include the 2 
patients previously treated with streptomycin and sulpha- 
diazine), although 1 died suddenly from unrelated 
cerebral haemorrhage. Brucellaemia persisted in only 
1 patient (arthritis of hip), but a second course of aureo- 
mycin resulted in complete recovery. Three patients 
after prompt initial recovery had a relapse, although 
blood cultures were sterile. One of these patients, a 
veterinary surgeon repeatedly exposed to Bang’s disease 
(abortus fever of cattle), “‘had recurrent infections, 
rather than relapses, prior to treatment with aureo- 
mycin”’’. Five patients, despite sterile blood cultures, 
complained of residual ill-health, although objective signs 
were lacking. 

Only 8 patients were treated with chloramphenicol 
(average follow-up period 11 months). Upon 1 of these, 
previously treated successfully with aureomycin, chloram- 
phenicol had no effect; but the recurrence was symp- 
tomatic and of psychoneurotic origin. Two patients 
recovered promptly and completely; one with persistently 
positive blood cultures continued to have residual com- 
plaints after subsequent courses of dihydrostreptomycin 
and aureomycin. The other 4 patients had residual 
complaints. 

Discussing the whole series, the authors point to the 
remarkable advances in treatment of brucellosis; in all 
but 1 case (the psychoneurotic patient) the condition was 
improved; temperature fell, toxaemia abated, and pain 
was allayed within 48 to 72 hours of the start of treatment. 
More than half the patients (26) made a complete 
recovery. Serious and painful complications (including 
the hitherto fatal subacute bacterial endocarditis) were 
** abruptly controlled ’’ and their progression prevented. 
Bone lesions were “ eliminated ’’. No localizing com- 
plications occurred after treatment was started, and in 
the majority bacteriaemia was controlled. The authors 
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stress the need for repeated blood cultures at intervals 
after the cessation of therapy before pronouncing cure. 
Duration of illness before treatment had no influence on 
its success; early and late cases responded equally well. 
The authors conclude that aureomycin is superior to the 
streptomycin—sulphadiazine combination and is free from 
the known hazards of these drugs (vestibular dysfunction 
and crystalluria respectively), and furthermore, it can be 
given orally. Aureomycin yiglded better results than 
chloramphenicol [in a very short series of cases]. 

[The authors mention recent trials of a combination of 
dihydrostreptomycin and aureomycin, but having regard 
to recent reports of the effect of this antibiotic upon the 
8th nerve it should obviously be used very cautiously, if 
at all, and in precise and limited dosage (Brit. med. J., 
1951, 2, 651, 1221, 1345, and 1520).] 

E. H. R. Harries. 


355. Haemophilus influenzae Meningitis Treated with 
Polymyxin 

P. N. Swiet and S. R. M. BusuBy. Lancet [Lancet] 2, 
183-190, Aug. 4, 1951. 8 figs., 27 refs. 


In addition to a description of 8 cases of Haemophilus 
influenzae meningitis treated with polymyxin, the dif- 
ferent methods of treatment now used for this disease 
are reviewed. The differences between the various types 
of polymyxin are discussed. 

The first case in the series was treated with polymyxin 
B, the remainder with polymyxin E; it is suggested that 
the latter is the type to be preferred for clinical use. The 
drug was given both intrathecally and intramuscularly, 
since it has been shown that it does not pass the blood— 
brain barrier. A complete and rapid recovery occurred 
in all cases, although one patient, who at first responded 
well, later died of an intercurrent pneumococcal infection. 
In 3 of the earlier cases other specific treatment was also 
given (in one a course of intramuscular and intrathecal 
penicillin, and in the other 2 penicillin and sulphona- 
mide); but in the later cases the authors had sufficient 
confidence in the value of polymyxin to rely on it alone. 
However, 2,500 units of penicillin were added to each 
intrathecal dose as a prophylactic against infection with 
Gram-positive organisms. 

There were no serious reactions to polymyxin; a mild 
non-specific aseptic meningitis occurred in 3 cases, but 
cleared up rapidly on reducing the intrathecal dose of 
the drug. In one of these patients a transient urticaria 
also occurred. T. Anderson 


356. Treatment of Pneumococcic Meningitis with Peni- 
cillin Compared with Penicillin plus Aureomycin. Studies 
including Observations on an Apparent Antagonism be- 
tween Penicillin and Aureomycin 

M. H. Lepper and H. F. Dow.inc. Archives of Internal 
Medicine [Arch. intern. Med.] 88, 489-494, Oct., 1951. 
7 refs. 


This is a study of the comparative results of treatment 
of pneumococcal meningitis with penicillin alone and 
with penicillin and aureomycin combined. The cases 
analysed fall into 3 groups. The “ penicillin group” 


contained 43 patients treated by one or other of the 
authors during the past 5 years with | mega unit of crystal- 
line penicillin given intramuscularly at 2-hourly intervals: 
the “ penicillin control’ group consisted of the last 14 
patients of the first group alternated with the same 
number treated with penicillin and aureomycin combined 
(the penicillin—aureomycin group). Aureomycin was 
given intravenously at 6-hourly intervals for the first 2 or 
3 days in doses of 0-5 g. for adults and 12-5 mg. for 
children per kg. body weight. Supplementary oral doses 
were given in some cases during the early stages and 
“exclusively during the later phases. 

In the penicillin group fatality rate. for all cases was 
30%, but in the penicillin—aureomycin group it was 79°,; 
a similar difference in group fatality was found at all 
ages; for example, in the age group 14 to 49 years 20°, 
and 83% respectively. Using a modification of the Yates 
x® test for small numbers the authors found that the 
differences were statistically significant not only for all 
cases, but in each age group. Any weighting which 

occurred upon the basis of age tended to favour the 
patients treated with the combined antibiotics. A com- 
parison of prognostic factors, such as the number of 
pneumococci per oil-immersion field, coma, and extra- 
meningeal foci, also favoured the “ combined ”’ group. 
Among recovered patients a statistically significant dif- 
ference was found in the duration of fever; ayerage 4-6 
days in the (whole) penicillin group against 13 days in 
the combined group. 

The results indicate that the addition of aureomycin 
detracted from the efficacy of penicillin in this disease, 
and for this there are several possible explanations; the 
authors discount the possibility that the groups were not 
comparable clinically, for reasons already mentioned. 
With one possible exception, no evidence of toxic damage 
caused by aureomycin was discovered, and this factor is 
also discarded as a cause of the increased fatality rate in 
the “ combined *’ group. The authors conclude that the 
most likely explanation is that the 2 antibiotics have an 
antagonistic effect upon each other similar to that 
demonstrated to occur in vitro and in vivo in certain 
mouse infections when chloramphenicol was combined 
with penicillin (Jawetz et al., Arch. intern. Med., 1951, 
87, 349). The present study confirms the value of large 
systemic doses of penicillin in the treatment of pneumo- 
coccal meningitis without the need for intrathecal therapy. 
The management of coma is now the outstanding pro- 
blem, and the only solution of this would appear to 
be early diagnosis. E. H. R. Harries 
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357. Tuberculous Meningitis: Correlation of Thera- 
peutic Results with the Pathogenesis and Pathologic 
Charges—I. General Considerations and Pathogenesis 

O. AUERBACH. American Review of Tuberculosis [Amer. 
Rey. Tuberc.] 64, 408-418, Oct., 1951. 26 refs. 


From 1932 to 1947 necropsy was performed on 2,333 
patients who died of tuberculosis at Sea View Hospital, 
New York, of whom 108 succumbed to tuberculous 
meningitis. These cases have been studied to distinguish 


| 
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differences in the mode of development of tuberculous 
meningitis in children and adults and to determine 
whether these differences influence the course of treat- 
ment. Of the 108 patients 41 were under 12 years of 
age, and in all of these cases pulmonary lesions were 
found; in 12 a progressive primary complex was evident, 
in 4 the primary complex had undergone cavitation, and 
in the remaining 25 it had healed or was in the process of 
healing. In 17 of these cases scattered miliary foci were 
found in the lungs. In 48 of the 67 adult patients miliary 
lesions were found in the lungs. In 2 cases no active 
pulmonary disease was found, but extrapulmonary lesions 
were discovered. In 55 cases evidence of congenital or 
skeletal tuberculosis was found. 

In the present study the incidence of meningitis in fatal 
cases of tuberculosis in children was 42-2%, and in 
adults 2-9%. In the children it was closely related to 
the primary complex, from which haematogenous dis- 
semination occurs. In adults generalized miliary tuber- 
culosis is secondary to extrapulmonary tuberculosis. 
Tuberculous meningitis was not common in the presence 
of chronic pulmonary disease, and where it occurred 
extrapulmonary disease was associated with it. 

The question whether the meninges are infected by 
direct haematogenous dissemination or by eruption of a 
tuberculous focus in the brain is discussed. 

T. M..Pollock 


358. Tuberculous Meningitis: Correlation of Thera- 
peutic Results with the Pathogenesis and Pathologic 
Changes—II. Pathologic Changes in Untreated and 
Treated Cases 

O. AUERBACH. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 64, 419-429, Oct., 1951. 7 figs., 14 refs. 


In this study the pathologic#l changes in treated and 
untreated cases of tuberculous meningitis have been 
compared. Examination was made of 4 cases from the 
Halloran Veterans Administration Hospital, New York, 
and the records and histology of 60 cases from the 
U.S. Armed Forces Institute of Pathology were studied. 

The usual pathological lesions in untreated cases are 
described. In cases treated with streptomycin the exudate 
became organized, enclosing zones of caseation. The 
nodular thickenings seen along the blood vessels in un- 
treated cases were not observed. In most cases the lateral 
ventricles were obliterated. Microscopical examination 
in treated cases revealed marked caseation and prolifera- 
tion of granulation tissue. Caseation was chiefly seen in 
the pia mater and near blood vessels, the adventitia be- 
coming involved in many cases; less frequently the 
media was involved. 

The granulation tissue contained fewer giant cells in 
the treated cases than in the usual tuberculous tissue, 
and formed collars of varying size round blood vessels. 
it extended into the depths of the exudate surrounding 
and replacing areas of caseation. In cases of long 
Standing it became replaced by hyalinized connective 
tissue. Where exacerbations had occurred less advanced 
stages of healing were present. In the blood vessels 
fibrous thickening of the intima was present in areas 
\here caseation was present. Subendothelial collections 


of cells were not present in those cases which had been 
treated for a few months. 

The author believes that the essential difference in the 
pathogenesis of the disease as between children and 


adults is the relation to the primary focus in the former, 


the source of dissemination thus being eliminated when 
the primary complex is healed. Repeated haemato- 
genous seeding takes place in adults with extrapulmonary 
foci. T. M. Pollock 


359. Treatment of Tuberculous Meningitis at the Wil- 
helmina Kinderziekenhuis. (De Behandeling van tuber- 
culeuze meningitis in het Wilhelmina Kinderziekenhuis) 
A. TEN BOKKEL HUININK. Maandschrift voor Kinder- 
geneeskunde [Maandschr. Kindergeneesk.] 19, 386-394, 
Oct., 1951. 3 refs. 


That tuberculous meningitis has in the past been 
regarded as inevitably fatal has probably been due to an 
attitude of mind which tended to accept the inevitable 
and, in case of recovery, to diagnose ‘ meningeal 
irritation’ or “ meningism”’, and also to a failure to 
prosecute the search for healed tubercles in the meninges 
with the same energy as in other regions. More recently 
healed meningeal tubercles have been reported. 

The process of cure is not alone a question of bacterio- 
static action by streptomycin; host reaction and the 
nature and course of events in the actual process of in- 
fection are of importance. Pathological investigation of 
a first series of cases showed that in the group where the 
meningitis had been virtually uninfluenced by treatment 
the meningeal infection had occurred at the same time as, 
or shortly after, the primary infection; in the others it 
was of later occurrence. There was therefore an initial 
difference in the haematogenous spread in the two groups, 
and possibly also in the soil and in the mode of spread 
in the meninges and brain tissue, making one group more 
receptive. 

_For certain conditions which tend to lead to a fatal 
issue, such as pressure on the brain-stem from various 
processes (hydrocephalus, cerebral oedema, cerebellar 
enlargement, and increased subarachnoid fluid), and in- 
accessibility of the disease processes to streptomycin, 
neurosurgery may have something to offer. Increased 
intraventricular pressure—which is not always accom- 
panied by classical signs of hydrocephalus—should be 
brought to a constant level by drainage. In many cases 
the results are dramatic, and at the same time the intra- 
ventricular introduction of streptomycin is made possible. 
In the series described, combined intramuscular and 
intraspinal streptomycin was the method employed, 
although the latter may cause an arachnoiditis interfering 
with the passage of the drug. 

Basal drainage, although local in effect, is considered 
useful in cases of block, as at necropsy lesser degrees 
of abnormality were found in cases so treated than in 
those where no drainage had been effected. An effort 
was made to introduce the drains beyond the chiasma, 
but even where they were passed as far as the cisterna 
intrapeduncularis, the effect remained local. The 
method was considered beneficial in cases where patho- 
logical changes were limited. 
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The use of hyaluronidase and/or streptokinase and of 
tuberculin to facilitate diffusion of streptomycin and its 
action on the bacilli, the importance of early treatment, 
and the vital prognostic information that electroence- 
phalography can afford are mentioned. 

Streptomycin-resistance studies indicated that where 
bacilli developed resistance all patients died, but that 
resistance did not develop with the same regularity in 
meningitic cases as in, for example, cases of pulmonary 
tuberculosis with cavity formation. 

The need for an expert team, suitably equipped centres, 


and expert nursing in the treatment of tuberculous 


meningitis is emphasized. R. Crawford 


360. Treatment of Tuberculous Meningitis with Strepto- 
mycin. (K sBonpocy CTpeNTOMHUHHOM 

I. L. FRENKEL. Cosemcxan Meduyuna [Sovetsk. Med.] 
No. 8, 26-28, 1951. 


In 1949 in the Kaluga Children’s Hospital 41 children 
suffering from tuberculous meningitis were treated with 
streptomycin. Each course of treatment consisted of 20 
to 100 units given intrathecally, at first every day and 
later at intervals of up to 2 days; 25 doses were given 
in all. A second course of 15 injections was given after 
an interval of 12 days. In some cases the condition 
worsened at the end of the first course, and the second 
course was then ineffective. The schedule was later 
modified to give a more intensive treatment: if the 
patient improved, the interval between the courses was 
shortened to 5 days; and if there was no improvement 
the second course was given without any interval. 
Treatment was continued for 4 to 8 months. The con- 
dition quite often improved after the first few injections 
and headache became less severe and vomiting ceased; 
meningeal signs disappeared in from 40 to 75 days after 
beginning treatment. Improvement in the general con- 
dition was delayed in other cases for 50 days or more. 
Anorexia disappeared and was replaced by an abnormal 
appetite, and weight gains of 5 to 6 kg. were sometimes 
observed. The temperature usually fell to normal 
after 70 to 140 days. 

Some patients who were suffering from pulmonary 
tuberculosis as well were treated with streptomycin both 
intrathecally and intramuscularly; meningeal symptoms 
disappeared more rapidly when the drug was given by 
both routes simultaneously. Vomiting and pyrexia 
sometimes appeared after beginning a new course; these 
symptoms were attributed to the effect of the strepto- 


mycin, and disappeared when the dose was reduced. The 
cell content of the cerebrospinal fluid often remained high . 


during streptomycin treatment in spite of improvement 
in the general condition, and the fluid frequently did not 
return to normal for 6 months or more. Spinal block 
occurred in 7 patients; 4 died, and the remainder were 
not improved after 5 courses. Hydrocephalus occurred 
in 2 patients in whom the protein content of the cerebro- 
spinal fluid fell in spite of an increase in cell content; 
both died. In all, 12 patients died during the period of 
observation; 14 recovered without sequelae, and the 
remaining patients were still under treatment. 
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The author considers early treatment to be important; 
12 of 16 patients treated before the 10th day of illness 
recovered, whereas 6 of 8 treated after the 15th day died. 
Relapse occurred in one patient after discharge from 
hospital, but the condition responded to further treat- 
ment with streptomycin. . — D. J. Bauer 


361. An Outbreak of Respiratory Tuberculosis in a 
School 

R. T. Bevan, P. T. Bray, and J. F. HANLy. British 
Medical Journal [Brit. med. J.| 2, 828-830, Oct. 6, 1951. 


I fig. 


The occurrence of 3 cases of primary respiratory 
tuberculosis in children who came from the same area 
led to further inquiries, which showed that they all 
attended a school where a teacher had just been found 
to have respiratory tuberculosis. Radiological examina- 
tion of the rest of the teaching staff showed that none 
had active tuberculosis. With the cooperation of their 
parents almost all the children were Mantoux-tested and 
the positive reactors were examined radiologically. Of 
the 176 children tested 52 were Mantoux-positive, and 
in 8 of these there was radiological evidence of tubercu- 
losis. Four months later 117 of the negative reactors 
were retested together with 8 others who had not been 
previously tested, and this revealed 17 more positive reac- 
tors, 8 of them with radiological evidence of tuberculosis. 
Of the 28 children in the class of the teacher who was 
suspected to be the source of the infection 21 were positive 
reactors. 

In all cases the tuberculous disease resolved satis- 
factorily with rest in bed. L. M. Franklin 


362. An Evaluation of the Role of Serial Chest Roent- 
genograms in Estimating the Progress of Disease in 
Patients with Pulmonary Tuberculosis 

J. YERUSHALMY, L. H. GARLAND, J. T. HARKNESS, 
H. C. HinsHaw, E. RB. MILter, S. J. SHIPMAN, and 
H. B. ZwerRLinG. American Review of Tuberculosis 


[Amer. Rev. Tuberc.) 64, 225-248, Sept., 1951. 7 refs. 


The authors, working in California, have endeavoured 
to evaluate the reliability of the interpretation of serial 
radiographs of the chest in tuberculosis. 

In 150 active cases postero-anterior films of 
the chest obtained at three-month intervals were in- 
terpreted independently by three radiologists and three 
tuberculosis specialists. After a lapse of time the films 
were re-interpreted by the same readers. The films were 
obtained from: (1) patients under streptomycin treat- 
ment; (2) a sanatorium dealing with chronic disease; 
(3) a county hospital with an active tuberculosis unit; 
(4) a private sanatorium. A preliminary trial showed 
that the readers could not be expected to classify the 
changes more definitely than as “* better ’’, “* no change’, 
or “ worse”’. This classification was used for the main 
study. The criteria for estimating change were laid 
down. 

It was found that two readers were likely to disagree 
with each other in nearly one-third of the .cases, 
and a single reader to disagree with himself in approxi- 
mately one-fifth of the pairs. In those cases in which 


the readers noted differences in technique, the disagree- 
ment was about 10% higher than on films where no such 
comment was made. The greatest disagreement occurred 
in the chronic cases and those under streptomycin treat- 
ment. The tuberculosis specialists were more inclined to 
observe improvement in the films than were the radio- 
logists, while the latter were more likely to diagnose 
stability of the condition than were the former. When 
the clinicians considered a film pair as exhibiting no 
change the radiologists almost always agreed. The 
tuberculosis specialists were somewhat less likely to 
differ with each other than the radiologists, while in- 
consistency of interpretation was less frequent among 
the radiologists. Disagreement was only slightly less 
when only one lung field had to be assessed. The likeli- 
hood of complete disagreement, that is, one reader in- 
terpreting a film as “‘ worse ’’, and another as “ better ” 
was about one in ten cases. This occurred more fre- 
quently among the chest physicians than the radiologists ; 
the former group were also more frequently in dis- 
agreement with themselves, though this could be partly 
explained by the more frequent use of the assessment 
change by the radiologists. 
John H. L. Conway- Hughes 


363. Postural Rest in Pulmonary Tuberculosis 

B. A. Dormer, E. GREATHEAD, G. PiRRIE, P. SMIT, 
T. RANDALL, and M. VAN RENSBURG. Diseases of the 
Chest [Dis. Chest] 20, 407-419, Oct., 1951. 8 figs., 4 refs. 


The method of treating pulmonary tuberculosis with 
cavitation in one or both upper lobes by what is 
called postural retention or postural rest is described. 
The authors are enthusiastic and have applied this form 
of treatment in various degrees since 1947. The prin- 
ciples of the treatment are described. (1) Elevation of 
the foot of the bed to 20 degrees is said to produce hyper- 
aemia in the upper lobe of the lung. (2) Lying on the 
affected side restricts the movements of the chest wall 
of that side; movement of the heart and the medid- 
stinum to the affected side and the upward rise of the 
diaphragm caused by the weight of the abdominal 
contents produce relaxation of the affected lung. (3) 
Drainage from the dependent cavities is said to be 
improved, “* because the majority of cavities drain 
through bronchi arising from the upper parts of the 
cavity wall’’. [Only passing mention is made of the 
common observation that lack of drainage, as evidenced 
by cessation of cough and sputum and radiological 
blocking of the cavity, is frequently the first effect of 
postural retention. Neither is emphasis laid upon the 
cases which have arisen in which a sudden outpouring 
of sputum from such a filled cavity has produced a 
dangerous flooding of the bronchial tree on change of 
position. Dilwyn Thomas, who has demonstrated this 
‘orm of treatment since 1947, has shown good results, 
but also points out the danger of sudden unauthorized 
changes of posture under these circumstances, and has 
oeen using complete immobilization in a partial plaster 
bed to prevent such an occurrence.] 

The authors do not consider that posture should be 
maintained for 24 hours in the day; some patients are 
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allowed to be partially ambulant. They argue that some 
postural rest is better than none at all. Contra- 
indications to postural rest are persistent dyspepsia, a 
history of peptic ulcer, or a history of left heart failure. 
The authors are of the opinion that postural rest produces 
more clinical and radiological response than does 
ordinary rest in bed. [Most clinicians would agree with 
this view.] John Sumner 


364. Modern Trends in the Treatment of Pulmonary 
Tuberculosis. (CoppeMeHHbie HanpaBeHHA B 
60nbHOro) 

A. RABUCHIN. | Tepaneemureckut A pxue [Terap. Arkh.] 
23, 3-11, No. 4, 1951. 


The author points out that in tuberculous conditions 
the bacteriostatic action of the antibiotics depends to a 
great extent on the medium in which the tubercle bacilli 
are active. Streptomycin is most effective in a slightly 
alkaline medium (pH 8-0 to 8-2). When the pH falls to 
5-8 the activity of the preparation is reduced 20 to 80 
times. It is stressed that early recognition of the tuber- 
culous process is essential: an extrapleural thoracoplasty, 
if performed within 2 years of the onset of the disease, is 
effective in 78°% of cases of cavernous tuberculosis, but 
in longer-standing cases it is effective in only 36%. In 
tuberculosis of the larynx, intestines, and meninges, and 


also in miliary tuberculosis, the author considers that, 


admission of the patient to a sanatorium for treatment 
with streptomycin is indicated and gives excellent results. 
He states that the suggested use of large doses of strepto- 
mycin (from 150 to 300 g. for a single course) has been 
rejected in the U.S.S.R., as no bactericidal effect was 
achieved by such huge doses and positive results have 
been obtained by the administration of 0-5 to 1 g. 24- 
hourly for 2 months. In tuberculous meningitis the 
streptomycin is usually introduced into the subarachnoid 
space. The simultaneous use of streptomycin and 
sodium PAS is recommended in all cases, as it produces 
a comparatively smaller increase in the resistance of 
tubercle bacilli to each of these preparations. The 
method of treatment should be determined by the cir- 
cumstances of the individual case. H. W. Swann 


365. Calciferol, Streptomycin, and para-Aminosalicylic 
Acid in Pulmonary Tuberculosis 
J. Fiecpinc and J. J. Maroney. Lancet [Lancet] 2, 
614-617, Oct. 6, 1951. 21 refs. 


The authors report on 7 cases of pulmonary tubercu- 
losis treated with calciferol (5,400,000 units in 5 to 6 
months), streptomycin (1 g. daily), and p-aminosalicylic 
acid (PAS) (16 g. daily). This combination of drugs was 
decided upon on the basis of the hypothesis put forward 
by D’Esopo and by Mitchell in 1949 that the relative 
inaccessibility of some pulmonary lesions to streptomycin 
was responsible for the emergence of resistant strains and 
for poor clinical response. It was felt that a higher local 
concentration of streptomycin might be attained during 
the well-known vascular and exudative reaction in 
tuberculous lesions caused by calciferol administration, 
and that streptomycin and PAS would have their greatest 
effect on the acute disease so obtained. Not all the 
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patients received prolonged drug administration for 4 to 
6 months, but in 6 of the 7 cases pulmonary cavitation 
was reduced. 

The authors suggest that calciferol had a beneficial 
efféct when combined with streptomycin and PAS; 
chemotherapy appears to control the dangerous exudative 
effects of the calciferol on pulmonary disease, and the 
period of exacerbation of the disease by calciferol was 
followed by an increased rate of healing on continuation 
of the drug. 

[This form of treatment seems to merit further in- 
vestigation. ] John Sumner 


366. The Treatment of Pulmonary Tuberculosis with 
Combined Chaulmoogra Oil and Streptomycin. (L’asso- 
ciation huile de chalmoogra-streptomycine en tuberculose 
pulmonaire) 

H. WAREMBOURG and G. Niquet. Presse Médicale [Pr. 
méd.] 59, 1387-1388, Oct. 24, 1951. 6 figs., 5 refs. 


The authors have investigated the effects of treatment 
with chaulmoogra oil and streptomycin in 20 cases of 
pulmonary tuberculosis which had been treated with 
streptomycin or PAS, or both, and which were making 
no further progress. Each patient was given daily in- 
jections of 2 ml. of the oil for 1 week, then of 5 ml. for 
amonth. There were no toxic reactions, local or general. 
There was a marked effect on the general condition: 
‘appetite improved and the patients felt better and in- 
creased in weight. Radiologically, in some cases where 
lesions were spreading during treatment with strepto- 
mycin and PAS, the addition of chaulmoogra oil led 
to “surprising improvement”. Improvement was ob- 
served in 14 of the 20 cases; in 2 there was temporary 
improvement, followed by renewed deterioration, but 
in 4 there was no improvement. 

In 4 cases the results were “‘ spectacular’’. In 2 of 
them with streptomycin-resistant bacilli the bacilli 
became streptomycin-sensitive after 2 months of treat- 
ment. [The 2 cases illustrated in this paper are certainly 
impressive in the degree of radiological improvement 
demonstrated. ] 

The authors believe that the treatment with chaul- 
moogra oil makes the organism more sensitive to the 
action of streptomycin. M. Daniels 


367. Thiosemicarbazone (T.B.I). A Year’s Experience 
of its Use Alone and in Combination with PAS 

R. Z. Praszynski and A. E. K. Satvi. Tubercle 
[Tubercle, Lond.]| 32, 197-203, Sept., 1951. 8 refs. 


The authors describe their results in the treatment of 
pulmonary tuberculosis with T.B.I”’ (thiacetazone), 
alone or in combination with PAS. The majority of 
patients treated: had been considered unsuitable for 
chemotherapy with streptomycin or for collapse therapy. 

The first group, consisting of 24 men between the ages 
of 20 and 67 years, were treated with T.B.I alone for 
an average period of 184 weeks. In each case the 
disease was in the intermediate or advanced stage. 
“Unexpected improvement’? occurred in 3, some 
improvement in 8, and no change in 9; 4 patients were 
considered to be worse. In 4 cases sputum conversion 


occurred and in 11 cases weight increased. (The authors 
describe the 3 cases in which there was an unexpected 
improvement.) The second group, of 20 patients between 
the ages of 23 and 66 years, were treated with T.B.I and 
PAS for an average period of 224 weeks. Unexpected 
improvement occurred in 5, some improvement in 11, and 
in 4 the condition was unchanged. Sputum conversion 
occurred in 12 patients, though cavities were still present 
in 7. Weight increased in 15 patients. (The authors 
describe in full the 5 cases in which there was unexpected 
improvement.) 

In all cases T.B.I was given in gradually increasing 
doses—50 mg. daily for the first week, rising by 50 mg. 
daily at weekly intervals to a maximum of 200 mg. daily. 
Occasionally in very frail patients the total dose did not 
exceed 150 mg. daily. PAS was given in doses of 10 g. 
daily for 6 days a week. Toxic effects from T.B.I alone 
and from T.B.I with PAS are described, but usually the 
symptoms cleared up after a short period of rest from 
treatment. No serious toxic symptoms occurred in this 
series. 

The authors conclude that the use of T.B.I alone is of 
some benefit to the patient with chronic tuberculosis. 
The combination of T.B.I with PAS, however, exerts a 
much more potent effect than the use of either singly. 

R. H. J. Fanthorpe 


368. Thiosemicarbazone in Chemotherapy of Tubercu- 
losis 

RESEARCH COMMITTEE OF THE BRITISH ‘TUBERCULOSIS 
AssociaTION. Tubercle [Tubercle, Lond.] 32, 217-222, 
Oct., 1951. 19 refs. 


From reports already published, mainly from Germany, 
it would appear that thiacetazone is an unusually 
poisonous substance. A pilot trial was therefore under- 
taken to determine if the drug was safe to use. The 
German figures did not convince the Research Com- 
mittee of the British Tuberculosis Association that the 
dgug was of proved value, and it was therefore considered 
fair to choose for this trial only cases which could not be 
expected to respond favourably to treatment with an 
antibiotic. 

Altogether 45 patients were treated in 5 different 
hospitals. The drug (“ T.B. 1/698” or p-acetylamino- 
benzaldehyde thiosemicarbazone) was given orally in 
graduated doses of 25 to 50 mg. a day up to an effective 
dose ranging from 2 mg. per kg. body weight to 250 mg. 
a day. More than half the patients had a treatment 
course of 4 months or longer; in some cases the course 
was stopped because of complications or because collapse 
therapy became desirable. The main toxic effect was 
transient or persistent albuminuria (10 cases). In 3 cases 
there developed hypochromic anaemia, which responded 
to treatment, and iron was given prophylactically to a 
number of other patients. Mild gastro-intestinal symp- 
toms developed in 8 cases. Various tests of liver 
function were used and in some cases there was evidence 
of liver damage [but this report does not permit any 
definite conclusions to be drawn]. 

The progress of the tuberculous disease seemed to 
indicate that the drug had some tuberculostatic activity 
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and that in doses of not more than 200 mg. daily it was 
not seriously toxic. Nevertheless the Committee were 
doubtful if it had any place in the treatment of tubercu- 
losis that could not be better filled by PAS and strepto- 
mycin. 

[The scheme of dosage as given in the paper is difficult 
to understand. ] L. M. Franklin 


369. Tuberculomas of the Mediastinum 

C. F. Storey and H. A. Lyons. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 64, 327-352, Oct., 
1951. 27 figs., 22 refs. 


The authors present 6 cases of mediastinal tuberculoma 
and review -8 other previously reported cases. In this 
paper the term ‘“* tuberculomata’ is used to describe 
chronic granulomata the histological picture of which 
shows no difference from that due to infection by the 
tubercle bacillus and which are presumably of tuberculous 
origin. Perhaps they represent large solitary tuberculous 
lymph nodes in which all normal architecture has been 
destroyed, or possibly they are true chronic encapsulated 
tuberculous abscesses arising from a focus in the media- 
stinal lymphatics. 

In 5 of the 8 previously reported cases and in 5 of the 
6 cases now described the lesion had a typical radiological 
appearance. A solitary, smoothly. outlined, rounded 
area of increased density projected from the right of the 
mediastinum with its inferior border lying in the angle 
formed by the junction of the azygos vein with the 
superior vena cava. Laterally this was observed to lie 
slightly anterior to the midplane of the chest. Calcified 
deposits could not be seen in ordinary views, but were 
sometimes revealed by tomography. 

Although the final diagnosis can be made only by 
thoracotomy and biopsy of the mass, the authors consider 
that the picture described would suggest a diagnosis of 
mediastinal tuberculoma, and this provisional diagnosis 
would be strengthened if a history of tuberculosis, the 
presence of other evidence of that disease, and a positive 
tuberculin skin reaction were found. The authors have 
treated one case conservatively, but they believe that the 
treatment in most cases is by exploratory thoracotomy, 
with removal of the mass if it can be reasonably safely 
accomplished. G. M. Little 


370. Tuberculoma of the Lung . 
E. N. Moyes. Thorax [Thorax] 6, 238-249, Sept., 1951. 
3 figs., 29 refs. 


The author defines tuberculoma of the lung as a 
rounded, homogeneous radiological opacity with well- 
defined borders, 1 cm. or more in diameter and of a 
tuberculous nature. He has studied 41 of these cases, 
in which a minimum follow-up period of 3 years could 
be attained, seen at the Brompton Hospital, London, 
between 1935 and 1950. This in no way reflects the 
incidence of this form of tuberculosis, because in this 
investigation many cases were discarded because of in- 
adequacy of the records or briefness of the follow-up 
period. 

Pathologically these cases could be divided into 3 
groups: (1) those with post-primary caseous pneumonia; 
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(2) those with inspissated cavity; and (3) those with a 
primary focus. Clinically, it is impossible to differentiate 
between these conditions, but of 6 patients subjected to 
lung resection 3 had post-primary caseous pneumonia, 
2 had an inspissated cavity, and | had a primary infection; 
in the remaining case the condition was unclassified. 

Tuberculomata are the commonest cause of round 
lesions in the lung in the age group 17 to 35 years, and 
were found more frequently in females (27) than in males 
(14). In 41% of cases a family or contact history of 
tuberculosis was obtained; 14 of the patients were com- 
pletely symptom-free, and in the others haemoptysis and 
pleural pain were the commonest symptoms. Sputum 
was positive for Mycobacterium tuberculosis in 7 patients, 
in 11 it was negatfve but subsequently became positive, 
and in 23 no tubercle bacilli were found at any time. 
Radiologically, satellite shadows in close relationship to 
the lesion are highly suggestive of tuberculosis, and may 
sometimes be revealed only by tomography. Calcifica- 
tion and cavitation were other diagnostic points in favour 
of a diagnosis of tuberculosis. 

Of 34 patients with tuberculomata treated con- 
servatively and who were followed up for 3 to 15 years, 
31 were in good heaith with radiologically healed or 
healing disease, although in 17 of them evidence of 
activit¥ was found during the course of the review and 
showed cavity formation at some period. Spread of 
the lesion, when it did occur, was, however, peculiarly 
benign and rarely resulted in progressive phthisis. 

The author makes a plea for more conservative treat- 
ment of tuberculomata, because of the relatively benign 
course of the disease and the high percentage of cure 
attainable; and while he agrees that resection has a 
place in the treatment of these lesions, he urges that it 
should not be looked upon as a panacea. 

G. M. Little 


371. Chemotherapy as Prophylaxis against Secondary 
Intestinal Tuberculosis. A Report of 150 Autopsies 

I. KALLQvist. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 64, 430-441, Oct., 1951. 2 figs., 14 refs. 


Of 104 patients who died from pulmonary tuberculosis 
without receiving chemotherapy 41 were shown to have 
ulcerative intestinal tuberculosis; on the other hand, 
only 7 cases of this condition were found during 
necropsy on 46 patients who had received chemotherapy. 
The lesions in the untreated cases were much more 
extensive than in those treated with PAS, streptomycin, 
or thiacetazone. Kenneth Marsh 


372. Acute Tuberculous Septicaemia with Leucopenia 


K. BALL, H. JouLes, and W. PaGeL. British Medical 
Journal (Brit. med. J.] 2, 869-873, Oct. 13, 1951. 2 figs., 
14 refs. 


In 4 years the authors have encountered 3 cases of 
acute tuberculous septicaemia with leucopenia. These 
are described and compared with 8 other cases reported 
in the literature. 

The diagnosis of this condition has never been made 
during life. The disease presents as a severe pyrexia of 
obscure aetiology, accompanied by marked leucopenia 
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and relative neutropenia and by splenic enlargement. 
In the 3 cases described by the authors the condition 
followed either a fresh primary infection or a reinfection. 
A rapid downhill course with death in 3 to 12 weeks 
occurs. In the cases reported many of the patients 
were over 40 years old. Naked-eye changes at necropsy 
were often slight, but microscopical examination revealed 
widely distributed necrotic foci containing numerous 
acid-fast bacilli. In view of the extensive involvement 
of the bone marrow in these changes it is suggested that 
examination of the bone marrow for tubercle bacilli 
might lead to the diagnosis of the disease during life, 
and that in any case trial treatment with streptomycin 
is warranted. J. E. M. Whitehead 


373. Serum Potassium Deficiency during Treatment with 
Sodium P.A.S. and Liquorice Extract 

J. A. STRONG. British Medical Journal [Brit. med. J.] 2, 
998-1002, Oct. 27, 1951. 1 fig., 13 refs. 


The author describes 2 cases of serum potassium 
- deficiency occurring during the treatment of tuberculosis 
with sodium PAS and liquorice extract. In the first case 
the diagnosis was made in retrospect and detailed in- 
vestigations were not carried out. In the second case 
clinical and biochemical investigations were complete 
and included electrocardiography. In both cases myas- 
thenia was the main symptom, with positive Trousseau’s 
sign but negative Chvostek’s sign. In the second case 
the symptoms and signs occurred while the serum potas- 
sium level was low, and the electrocardiographic records 
were in agreement with the biochemical findings. 

In discussing these cases the author quotes a report 
(Borst et al., Lancet, 1950, 2, 381) of the demonstration 
of a deoxycortone-like action of liquorice extract, but 
finally considers that this substance probably played no 
part in the symptoms described. He is of the opinion 
that the clinical picture was due to a low level of serum 
potassium produced by giving sodium PAS and relieved 
by potassium chloride. A possible mechanism by which 
PAS lowers the serum potassium level is discussed. 

R. H. J. Fanthorpe 


374. Spread of Infection by Streptomycin-resistant 
Tubercle Bacilli 

J. T. Harotp. Lancet [Lancet] 2, 658-659, Oct. 13, 
1951. llrefs. 


Two cases of primary tuberculosis caused by strepto- 
mycin-resistant strains of tubercle bacilli are reported. 
A schoolgirl aged 13 developed a fatal tuberculous 
meningitis. Tubercle bacilli cultured from the cerebro- 
spinal fluid before streptomycin therapy was instituted 
showed a resistance ratio (R.R.) of 8. An aunt who had 
been in contact with the girl had been treated with 
streptomycin for 4 months, and tubercle bacilli cultured 
from her sputum had an R.R. of 128. In the second 
case a child of 17 months was found to have pulmonary 
atelectasis and hilar adenopathy. Tubercle bacilli cul- 
’ tured from this child had an R.R. of 16. The mother, 
as a contact, had been treated with streptomycin and 
p-aminosalicylic acid for 6 months, and after 4 months 
tubercle bacilli from her sputum had an R.R. of 128. 


Subsequently [the time interval is not stated, but it would 
appear to have been more than 10 months] the R.R. 
was 16+. 

The author summarizes 8 cases reported in the 
literature, and draws attention to the social danger of 
patients whose own disease has been improved by 
streptomycin therapy, but who are left with strepto- 
mycin-resistant strains of tubercle bacilli in their sputum. 

Kenneth Marsh 


375. Middlebrook-Dubos Hemagglutination Reaction. 
Study of the Test in Children 

H. W. ANDERSON and R. V. PLatou. Pediatrics [Pedia- 
trics] 8, 498-505, Oct., 1951. 8 refs. 


Sera from 287 children aged from 18 days to 12 years 
were examined with the Middlebrook and Dubos 
haemagglutination reaction, old tuberculin being used 
to sensitize the erythrocytes. A titre of 1 in 4 or greater 
was regarded as a positive result. The results of the 
haemagglutination reaction were compared with those 
of Mantoux tests and of clinical and radiological 
examination. 

Mantoux-negative sick or healthy children with no 
evidence of tuberculosis gave a positive reaction in 7% 
of cases. Mantoux-positive children with no other 
evidence of active tuberculosis gave a positive result in 
31% of cases. Mantoux-positive children with equi- 
vocal evidence of active tuberculosis and Mantoux- 
positive children with active tuberculosis gave a positive 
reaction in 45% and 46% of cases respectively. A 
transiently positive reaction occurred in a small pro- 
portion of Mantoux-positive and Mantoux-negative 
individuals following the Mantoux test. This positive 
reaction usually disappeared within 2 months. Weakly 
positive or negative reactions tended to occur most 
frequently in cases of terminal tuberculosis or of arrested 
or healing tuberculosis, and also among children under 
6 years old with equivocal or obvious tuberculosis. 

J. E. M. Whitehead 


376. A Study of the Relation of Nutrition to the De- 
velopment of Tuberculosis. Influence of Ascorbic Acid 
and Vitamin A 

H. R. Getz, E. R. Lonc, and H. J. HENDERSON. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
64, 381-393, Oct., 1951. 13 refs. 


During the years 1942-9 objective nutritional tests, 
together with radiological examinations, were carried out 
at intervals on 1,100 non-tuberculous men aged 20 to 45 
years, of whom 83% were negroes. ~These men were 
followed up for periods ranging from 1 month to 5 years 
(average 1-5 years). During the period of observation 
28 of the subjects developed tuberculosis; in 16 cases 
the lesions were active and in 12 they appeared to be 
stable, although in 4 of these patients evidence of healing 
was observed. at a later date. 

Nutritional tests included measurement of the blood 
concentration of haemoglobin, plasma carotene, vitamin 
A, and ascorbic acid, total serum protein, serum albumin 
and globulin, and serum calcium, phosphorus, and phos- 
phatase. Calculations of deviation from standard weight 
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and of bone density were also made in some cases. All 
these values, except those for vitamin A and ascorbic acid, 
were within the normal range in the 28 tuberculous 
patients. In all cases of clearly active disease these levels 
were markedly subnormal before the development of 
tuberculosis. G. M. Little 


377. Attempts to Heighten the Effect of BCG Vaccina- 
tion with Hyaluronidase 

S. BERGQvisT. American Review eK Fuberculosis [Amer. 
Rev. Tuberc.] 64, 442-447, Oct., 1951. 12 refs. 


At a hospital in Stockholm, Sweden, 95 school- 
children were vaccinated intradermally with 0-1 ml. 
Swedish B.C.G. vaccine containing 0-05 mg. B.C.G. 
and 0-5 viscosity-reducing unit of hyaluronidase; 71 
children who were vaccinated with the same dose of 
B.C.G. but without hyaluronidase served as a control. 
Mantoux tests were made with 1 mg. old tuberculin 29 
days after vaccination. Of the children vaccinated with 


B.C.G. and hyaluronidase 61° were positive reactors, . 


compared with 35% of the control series vaccinated with 
B.C.G. alone. Fifty days after vaccination the pro- 
portions of positive reactors had risen to 99% and 91% 
respectively. The diameter of the infiltration at the site 
of injection was, on the average, larger in the group 
receiving hyaluronidase. In 4 children in the latter 
group there was necrosis of a diameter greater than 
10 mm. at the site, of vaccination, the largest area 
measuring 20 by 13 mm. There were no cases of 
necrosis greater than 10 mm. in diameter in the control 
group. J. E. M. Whitehead 


See also Bacteriology, Abstracts 98, 106; and Dis- 
orders of the Locomotor System, Abstract 300. 
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378. The Treatment of Chronic Malaria. (Paludisme 
chronique—son traitement) 

A. F. X. HENRY. Rivista di Malariologia [Riv. Malariol.] 
30, 137-151, June, 1951. 18 refs. 


Chronic malaria is more widespread than commonly 
thought, although plasmodia may not be found in the 
blood. The principal factors causing persistence of 
malaria are: multiple infections, latent malaria, difficult 
climatic conditions which often debilitate even natives, 
deficiencies of diet, particularly of vitamins, general 
debility, and the resistance of some parasites to drugs. 
Destruction of erythrocytes, loss of haemoglobin, and 
the consumption of oxygen by the parasites lead to tis- 
sue anoxia. Syphilis and alcoholism may sometimes 
simulate chronic malaria, and vice versa. Complete 
cradication of the parasites, though the aim of treatment, 
is usually only possible when the patient leaves the 
endemic area. 

The author of this paper claims, however, that suffi- 
cient immunity can be gained by a process of auto- 
immunization to permit residents in endemic areas to 
lead a nearly normal physical and social life. His 


method, which hecalls haemochromatophenol therapy”’, 
has been practised with success at Constantine, Algeria. 
After 3 days on quinine and 2 days on synthetic anti- 
malarial drugs, the patient rests for 2 days; vitamin C is 
given for the whole period. On the 8th day some of the 
patient’s blood is taken, haemolysed with 5 times its 
volume of distilled water, and centrifuged. The super- 
natant fluid contains antibodies and remnants of 
malarial toxins; various chemicals including phenol are 
added, and this preparation is called ‘* haemochromato- 
phenol’’. It is given in 2 courses of 4 injections each, 
and striking clinical improvement often occurs quite 
quickly, though patients may remain carriers of plas- 
modia. So far 600 patients have been treated, with only 
10% of failures. In pregnant women haemochromato- 
phenol prepared from their own blood should be used. 
The author’s treatment is recommended where expensive 
campaigns with residual insecticides are impracticable. 
E. Neumark 


379. The Effect of Lapinone (M-2350) on P. vivax 
Infection in Man 
G. Fawaz and F. S. HAppAD. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 31, 569-571, 
Sept., 1951. 4 refs. 

Lapinone (or M-2350) is one of a number of naph- 
thoquinone antimalarial drugs synthesized at Harvard 
University by Fieser et al. (J. Amer. chem. Soc., 1948, 


» 70, 3051); they have the general formula 


Oo 
In lapinone R is —(CH)), 


It is an oil, insoluble in water and poorly absorbed 
from the alimentary tract, and is given intravenously as 
a colloidal suspension, details of the preparation of 
which are given. 

In 10 cases of benign tertian malaria treated by the 
authors at the Orient Hospital, Beirut, Lebanon, a single 
dose of 2 g. of lapinone was given daily for 4 days by 
intravenous infusion lasting about 2 hours. Fever sub- 
sided in 1 day after the first dose in 7 cases and 2, 4, and 
5 days respectively in the other 3 cases. Parasites 
disappeared from the blood within 4 days in 8 cases, and 
in 5 and 8 days respectively in the other 2 cases. There 
were no undesirable side-effects. In 6 cases no relapse 
occurred within a year, in 2 cases there was a relapse with 
parasitaemia after 14 and 21 days respectively, and in 


- the other 2 cases a relapse was reported but was not 


confirmed. The authors conclude that lapinone sup- 
presses Plasmodium vivax infections; its curative value 
is still unexplored. J. F. Corson 
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380. Response of Plasmodium malariae Infections to 
Three Different Drugs. Response to Metachloridine, 
Chloroguanide (‘* Paludrine *’), and Intramuscular Chloro- 
quine 

S. B. McLENDON and M. D. YounG. Journal of the 
American Medical Association [J. Amer. med. Ass.] 147, 
822-823, Oct. 27, 1951. 10 refs. 


The efficacy of metachloridine (N’-(5-chloro-2-pyri- 
midyl) metanilamide), chloroguanide (paludrine), and 
the intramuscular chloroquine dihydrochloride was 
tested in 33 induced infections of Plasmodium malariae. 
No toxic reactions from any of the drugs were noticed. 
The poorest results were obtained with metachloridine. 
Chloroguanide gave only slightly better results, but was 
not so effective as oral or intramuscular chloroquine. 
Chloroquine dihydrochloride given in a single intra- 
muscular injection of 450 mg. produced the best results. 
The removal of parasites from the blood stream and the 
elimination of fevers were relatively rapid. The action 

was very similar to that obtained by oral administration 
- of chloroquine in doses totalling 1-5 and 2:4 g. The 
intramuscular method has the obvious advantage of 
requiring only one injection.—{Authors’ summary.] 


381. Preliminary Field Trials on a New Schizonticide 
H. M. ARCHIBALD. British Medical Journal (Brit. med. 
J.] 2, 821-823, Oct. 6, 1951. 5 refs. 


A new schizonticide, 2 : 4-diamino-5-p-chlorophenyl- 
6-ethyl pyrimidine, was shown by Fales ef al. (Nature, 
Lond., 1949, 164, 107; Brit. J. Pharmacol., 1951, 6, 187) 
to be active against experimental malaria in birds, 
monkeys, and mice. Preliminary trials in Nigeria show 
that the drug (termed ** B.W. 50-63 *’) in a dose of 25 mg. 
cleared the blood of Plasmodium falciparum trophozoites 
in 4 days; neither P. falciparum gametocytes nor P. 
malariae were eliminated in 7 days. In some cases the 
new compound in a dose of 25 mg. will clear the blood 
of P. falciparum trophozoites, but its action is not so 
rapid as that of mepacrine. Even so small a dose as 
5 mg. has some action, but occasional parasites of P. 
falciparum persist beyond 4 days. The effects of a single 
dose of B.W. 50-63, as assessed by parasite density 
index, spleen rate, and average size of spleen, persist for 
at least a month. No toxic effects were seen in any of 
the children who took the drug. 

[Further tests are obviously required to assess the value 
of this compound in Europeans devoid of all tolerance 
or immunity.] ; G. M. Findlay 


382. The Treatment of Falciparum Malaria in West 
Africa with ** Resochin *’. (Die Behandlung der Malaria 
tropica in Aquatorial-Westafrika mit ** Resochin °’) 
V.Coro. Zeitschrift fiir Tropenmedizin und Parasitologie 
[Z. Tropenmed. Parasit.] 3, 158-168, Oct., 1951. 


The acquisition of an active immunity to falciparum 
malaria takes years and is accompanied by a considerable 
mortality. The problem discussed [well known to prac- 
titioners of tropical medicine] is how to encourage 
immunity while at the same time preventing fatalities. 
In the highly endemic area concerned in this report 
(Spanish Guinea) the majority of the population came 


for treatment as out-patients, and the therapy finally 
chosen was the administration of ‘* resochin ’’ (chloro- 
quine)in a single dose after a meal, the amount prescribed 
being as follows: adults, 6 tablets; and children—10 to 
12 years old, 5 tablets; 6 to 9 years, 4 tablets; 2 to 5 
years, 3 tablets; 1 to 2 years, 2 tablets; under | year, 
1-5 tablet. Each tablet contained 0-25 g. of the di- 
phosphate. This method was adopted in 107 cases. 
Previously 109 cases had been treated with slightly higher 
doses given over 18 hours. 

Toxic symptoms due to the drug were slight, abdominal 
pain being the most frequent, but this was readily con- 
trolled by benzyl benzoate, belladonna, or phenobarbi- 
tone. Results of treatment were excellent. 

W. Horner Andrews 


See also Bacteriology, Abstracts 107-8. 
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383. The Treatment of Acute Toxoplasmosis in Child- 
hood. (Kindertoxoplasmose—Beitrag zur Therapie der 
akuten Toxoplasmose) 

F. Kocu. Medizinische Welt [Med. Welt] 20, 549-553, 
April 28, 1951. 29 refs. 


The few papers that have hitherto been published on 
the treatment of acute toxoplasmosis are reviewed in 
detail, from which it emerges that sulphonamides are 

* useful therapeutic agents (though inactive in vitro) and 
antibiotics useless (with 1 dissenting opinion on aureo- 
mycin). Accordingly the sulphonamide supronal ” 
(see Abstract 386) was used in treating 2 cases which 
are reported here. 

In the first case the diagnosis was based on the occur- 
rence of status epilepticus starting 12 hours after birth, 
the presence in the optic fundi of haemorrhages and a 
focus of early choroiditis near the left disk, and a positive 
reaction to the Sabin—Feldman dye test in the serum of 
both the patient and the patient’s mother. Examination 
of the cerebrospinal fluid showed a raised pressure, pleo- 
cytosis, increased protein content, and a positive response 
to Pandy’s test. The blood calcium and phosphorus 
levels were normal, the Wassermann reaction negative, 
and radiograph of the skull normal. Encephalography 
showed very slight enlargement of all ventricles. Sup- 
ronal, 4 tablet [weight not stated] 8 times a day, was 
given for 37 days in hospital, followed by 4 weeks at 
home. The convulsions ceased on the 8th day, the 
fundal changes retrogressed, and at 5 months the child 
was quite normal, apart from slight increase of the left 
knee- and ankle-jerks; at 10 and 12 months these were 
normal, and intracranial calcification was absent. The 
serological test gave negative results in the child, though 
the response of the mother, who had had no treatment, 
remained positive. The child’s father was a shepherd, 
hens and a dog were kept at home, and numerous rats 
inhabited a nearby stream. 

The onset in the second case occurred in a breast-fed 
infant at the age of 3 weeks with jaundice, pyrexia, and 
watery diarrhoea. The Sabin-Feldman reaction was 
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positive in both child and mother, and the titre was 
higher in the former, indicating that the antibodies had 
not merely been passively transferred in utero. Clinically, 
the mother was normal. In the infant none of the usual 
findings was present in the central nervous system; 
leucocytes numbered 22,400 per c.mm. of blood. Peni- 
cillin, streptomycin, and supronal were given and the 
pyrexia subsided in 4 days and the jaundice cleared. The 
child’s mother had been in close contact with various 
farm animals and poultry, but these could not be 
examined for infection. 

The dose of supronal recommended is 0-5 [presumably 
gramme daily] per kg. body weight. It is suggested that 
a positive Sabin—Feldman reaction during pregnancy 
might perhaps be regarded as an indication for prophy- 
lactic treatment. Bernard Freedman 


384. Toxoplasmosis in Adults. A Clinical Observation. 
(Erwachsenen-toxoplasmose. Eine klinische Beobach- 
tung) 

H. BOHN and E. Kocu. Medizinische Welt [Med. Welt] 
20, 547-549, April 28, 1951. 1 fig., 25 refs. 


Clinical toxoplasmosis is much rarer in adults than in 
infants. It is believed that infection in adults does not 
usually cause symptoms, since hundreds of normal 
mothers of toxoplasmotic infants have been found to give 
a positive serological reaction, while routine serum testing 
of healthy adults has yielded positive reactions in from 
1% to 10% in various series. When the disease does 
occur in adults, the symptoms depend on the organs 
affected; in order of frequency these are: brain and 
retina, myocardium, lung, liver and spleen, and skin. 
The authors place great diagnostic reliance on Sabin and 
Feldman’s serum dye test (Science, 1948, 108; 660). 

The case is reported of a 22-year-old female who 
noticed a green spot at her fixation point which prevented 
her working as a stenographer, and which was found 
to be due to a focus of acute choroidoretinitis in the 
right macula. During the ensuing weeks fresh foci ap- 
peared in the immediate neighbourhood, the blood 
pressure rose to 180/1 10 mm. Hg, and a few erythrocytes 
were found in the urine. The last two phenomena were 
transient, and renal function remained normal. A 
radiograph of the skull showed fine calcifications, pro- 
bably situated in the cerebral cortex, and convolutional 
thinning. The serum colour test was strongly positive. 
There was bilateral exaggeration of all tendon reflexes. 
[Plantar responses not stated.] In the cerebrospinal 
fluid (C.S.F.) the albumin content was trebled and that 
of globulin quadrupled. The cerebral ventricles failed 
to fill with air injected by the lumbar and cisternal routes; 
ventricular puncture was refused. Inoculation of rats 
with C.S.F. gave negative results. It was concluded 
that an internal hydrocephalus had occurred following 
obstruction of the cerebral aqueduct. 

Four months after the onset the patient felt ill, slept 
badly at night, and by day was either restless and 
excitable or apathetic. She then gained 11 Ib. (5 kg.) 
in weight, and developed acne and striae abdomini. 
On injection of adrenaline there was a delayed rise in 


‘the blood sugar curve, with the peak at 90 minutes. 


Impaired renal function (water excretion) was present. 
The leucocytes numbered 9,000 to 13,000 and the 
granulocytes 8,000 to 10,000 per ¢.mm. of blood, the 
lymphocytes and eosinophil granulocytes being reduced 
to 1,000 to 1,800 and 30 to 160 per c.mm. respectively, 
but 6 weeks later these blood changes had disappeared. 
The condition somewhat resembled Cushing’s syndrome. 
Bernard Freedman 


385. Adult Toxoplasmosis in One Family 
A. M. G. CAMPBELL and F. Cuirton. Brain [Brain] 73, 
281-290, Sept., 1951. 4 figs., 16 refs. 


Although many single cases of toxoplasmosis have 
been recorded in Great Britain and in the U.S.A., and 
the congenital nature of the infection has been stressed 
by various authors, no extensive study has hitherto been 
made of its familial incidence. In the family described 
in this paper 4 cases with clinical signs of the disease 
occurred, and 3 other members gave positive reactions 
to pathological tests of infection, though clinically they 
were unaffected. The difficulties of the investigation 
were enhanced by the fact that in this family the grand- 
mother (one of those who were pathologically positive 
though clinically negative) had had 5 illegitimate children, 
each by a different man, in addition to the daughter who 
was the mother of the family who had clinical signs of 
the disease. The 3 members most severely affected were 
a woman of 49 years and her 2 children—1 a woman of 
29 years, the other a boy of 19 years. 

In general the manifestations of the disease were those 
of chronic meningo-encephalitis with severe headache 
and vomiting, choroidoretinitis with optic atrophy, 
nerve deafness, and a recurrent maculo-papular rash. 
An eosinophilia of between 4 and 10% was present in 
the blood of all 3 patients. The toxoplasmin skin test 
was not performed on the boy, but the reaction of the 
mother and daughter was positive, whereas the com- 
plement-fixation reaction was positive in all 3 cases. 
The husband of the 49-year-old woman was examined 
and was found to have choroidoretinitis. His toxo- 
plasmin skin reaction was slightly positive and the 
complement-fixation reaction positive. He may have 
acquired the infection from his wife. The husband of 
his 29-year-old daughter had no clinical evidence of the 
disease, but both the complement-fixation and toxo- 
plasmin skin reactions were positive. Their ghild, aged 
3 years, had a macular rash similar to that of her mother, 
but was otherwise healthy. The antibody and toxo- 
plasmin skin reactions were negative. 

The authors draw attention tg the incidence of severe 
nerve deafness in the 3 cases with clinical manifestations. 
They suggest that toxoplasmosis should be considered 
as a possible diagnosis by otologists when nerve deafness 
is discovered in children or young adults. They also 
stress the poor results of treatment, owing to the irre- 
versible changes in the nervous system in these chronic 
cases. 

[The authors are to be congratulated on their per- 
tinacity in obtaining the history of this remarkable 
family.] Ruby O. Stern 
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386. Chemotherapeutic Researches on the Causative 
Organism of Toxoplasmosis. Preliminary Communica- 
tion. (Uber chemotherapeutische Versuche am Erreger 
der Toxoplasmose—vorlaufige Mitteilung) 

W. Knapp. Medizinische Welt [Med. Welt] 20, 554-556, 
April 28, 1951. 23 refs. 


The therapeutic effect of several sulphonamide and 
pyrimidine sulphonamide compounds in experimental 
toxoplasmosis was tried, the preparations used being 
sulphathiazole, sulphadiazine, sulphamerazine, sulpha- 
mezathine, aristamid *’, supronal ’’, and protocid 
These drugs were administered by injection to mice 24 
hours after the intraperitoneal injection of 100,000 MLD 
of a suspension of Toxoplasma in ascitic fluid. Protocid 
and supronal were outstandingly the most effective, 
causing 9 and 6 days’ average prolongation of life 
respectively. By mouth, supronal and sulphathiazole 
gave the best results, with 12 and 16 days’ prolongation 
of life respectively. As good results have been reported 
with “fouadin” (stibophen) in human ophthalmic 
toxoplasmosis, the ter- and quinquevalent antimony 
compounds stibophen and “ neostibosan”’, given intra- 
muscularly, were each tried alone, and neostibosan 
intramuscularly in combination with protocid given 
orally. The effect was to worsen the infection. Terra- 
mycin also proved useless. 

Attention is drawn to the great risk of acute and latent 
(seropositive) laboratory infections, and the great re- 
sponsibility borne by the director of any laboratory where 
experiments on toxoplasmosis are undertaken, especially 
towards young and potentially childbearing women. 
The danger will exist so long as the mode of infection 
and means of prevention are unknown. Until then it is 
suggested that work in this field should be centralized in 
comparatively few research institutes. 

Attempted disinfection of the hands by 2 to 5 minutes’ 
application of 4 to 2% “ segrotan’’, * zephiran”’, and 
chloramine did not result in absolutely certain killing 
of Toxoplasma. Chloramine appeared to be the best in 
this connexion. The wearing of rubber gloves does not. 
dispense with the need for disinfection. 

Bernard Freedman 
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387. Experimental Therapy of Onchocerciasis with 
Suramin and Hetrazan; Results of a Three-year Study 
T. A. Burcu and L. L. ASHBURN. American Journal of 
Tropical Medicine {Amer. J. trop. Med.] 31, 617-623, 
Sept., 1951. 2 figs., 5 refs. 


Treatment of onchocerciasis with suramin, “hetrazan ”’, 
or both, was carried out in 155 cases in Guatemala; the 
- patients continued their work during and after treatment 
and were exposed to reinfection by insect vectors during 
the period of observation. Suramin was given intra- 
venously in weekly doses of about 1 g. for 6 to 8 weeks 
in 44 cases, and orally in doses of 2 to 3 g. weekly for 
8 weeks in 28 cases. Hetrazan was given orally for 3 to 
4 weeks in 54 cases; the first dose was 0-5 mg. per kg. 
body weight, increasing to 1 or 2 mg. per kg. 2 or 3 


times a day by the end of the first week, and to 2 to 6 mg. 
per kg. 2 or 3 times a day before the end of the third 
week, the total dose being 101 to 329 mg. per kg. The 
two drugs were given together in 29 cases, the total dose 
of suramin, given intravenously, being 30 to 210 mg. per 
kg., and that of hetrazan being 11 to 78 mg. per kg., 
given by mouth for 4 to 8 weeks. The results were 
judged by skin biopsy and the microscopical examination 
of sections of excised nodules. 

After treatment with suramin by injection, microfilariae 
were present in the tissues in only 6 out of 42 cases after 
1 year and in 10 out of 39 cases after 3 years; oral treat- 
ment was less effective. Of 54 persons treated with a 
total dose of over 100 mg. per kg. of hetrazan, only in 4 
were microfilariae present at the end of treatment, but 
within a year they were present in 32 out of 42, and 
after 2 years in 10 out of 11. In the combined treatment 
the prompt action of hetrazan and the prolonged effect 
of suramin were shown; about 2 years after treatment 
only in 2 out of 27 cases were microfilariae found. The 
adult worms were little affected by hetrazan, but were 
killed by suramin; only 1 of 13 excised nodules showed 
living worms 9 to 12 months after treatment, but in this 
respect the combined treatment had no greater effect 
than suramin alone. 

Of the reactions caused by suramin, hyperaesthesia of 
the skin of the soles, with fissuring and peeling, was the 
most troublesome; pruritus was relieved by antihista- 
mine drugs, and ocular disturbances were relieved by 
eyedrops of antazoline (“ antistin”’’) and naphazoline 
(“ privine*’) in most cases. The authors recommend 
treatment with suramin alone, given intravenously; the 
rapid action of hetrazan on the microfilariae is more 
than offset by the inconvenience caused by its side-effects. 

[See Puyuelo and Holstein, Méd. trop., 1950, 10, 397; 
Abstracts of World Medicine, 1951, 9, 332.] 

J. F. Corson 


388. ‘Treatment of Urinary Schistosomiasis with Nilodin 
J. J. MEssENT. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.] 45, 127-129, Aug., 1951. 


The author gave lucanthone (“nilodin’’) to 72 
patients, mostly male Africans aged between 16 and 40 
years, suffering from urinary schistosomiasis. The first 
22 consecutive patients received orally a dose of 60 mg. 
per kg. body weight and the next 50 patients were given 
75 mg. per kg. The dose was given twice daily for 3 
days in both groups. No toxic symptoms were en- 
countered. The urine of each patient was examined 
every morning for a week from the start of treatment, 
then at 2- and 3-week periods from the same date. 
These examinations were sometimes prolonged. The 
apparent cure rate after 3 to 4 weeks was 52:6% and 64%, 
respectively for the two dosage levels. 

W. H. Horner Andrews 


389. Infestation of the Human Brain with Coenurus 
cerebralis. Report of a Fourth Case ; 

B. J. P. BERCKER and S. Jacosson. Lancet [Lancet] 2, 
1202-1204, Dec. 29, 1951. 2 figs., 4 refs. 
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390. Smallpox and the Indians in the American Colonies 
J. Durry. Bulletin of the History of Medicine (Bull. 
Hist. Med.] 25, 324-341, July—Aug., 1951. Bibliography. 


The white man’s diseases rather than his weapons were 
the predominant force in the conquest of North America. 
Early settlers found the Indians little troubled by con- 
tagious diseases; smallpox and measles were entirely 
unknown. The major epidemics which swept regularly 
through Europe in the 17th and 18th centuries were 
communicated swiftly to the virgin field which the native 
population presented. 

The Spaniards in the 16th century were the first to 
benefit, and their military victories would have been 
impossible without the devastation wrought among the 
enemy by sickness. Spanish missionaries also often 
brought sickness and death to those whom they tried to 
convert to their faith. The Jesuits were troubled and 
laboured ardently on behalf of the sick. In contrast, 
the English colonists maintained that the only good 
Indian was a dead one and there was open rejoicing at 
the sickness the Lord was sending to destroy the natives. 
Many contemporary accounts show the terrific toll of 
Indian lives that European diseases were taking. In 
1705 a New York missionary wrote that he expected 
scarcely a single Indian to be alive in 40 years’ time. 

Smallpox was the most deadly of the imported con- 
tagious diseases. It played its part in every colonial 
battle, fighting for the French or the English, but always 
against the Indians. During the early 17th century 
evidence of smallpox is confined to the northern regions 
and it was not until 1667 that the first recorded epidemic 
occurred in the southern colonies. In subsequent 
decades, wars continued and smallpox broke out every- 
where. Incidentally, the first medical work published 
in America appeared during King Philip’s War (1675-7) 
significantly entitled: ‘‘A brief Rule to Guide the 
Common People of New England How to Order Them- 
selves and Theirs in the Small Pox or Measles *’. English 
and French settlers and troops suffered as well as the 
Indians, so that campaigns had frequently to be aban- 
doned. 

The decimation of the Indians continued at an ac- 
celerated speed throughout the 18th century. The 
whites found relief by 1760 through the widespread 
use of variolation or inoculation with smallpox, but 
for the redskins suffering and death still continued; 
50 or 60% of each community was affected. Before 
1738 the Cherokees had 6,000 warriors; in that year 
their number was halved, and by 1765 only 2,000 
remained. The Catawbas had less than 100 “ gunmen ”’ 
in 1760, whereas 70 years previously they had been a 
strong nation of 4,000. On several occasions governors 
of settled provinces had to extend. condolences to the 
Indians for their heavy losses from the disease. Small- 
pox, far from confining itself to established colonies, 


spread its tentacles ever further into newly opened 
territories. Hostilities between the French and English 
disseminated the contagion which was endemic among 
the troops. Diaries of soldiers constantly referred to 
the omnipresent threat, but destruction among the whites 
was small consolation to the decimated ranks of Indians 
who could not afford a depletion of man-power in face 
of the steadily increasing European settlements. The 
immigrants were not ignorant of the potency of smallpox 
as a weapon, and sometimes deliberate efforts were made 
to infect the Indians. 
In the 1760’s and 70’s the danger of smallpox subsided, 
but reappeared with the Revolutionary War when troops 
carried the virus into all areas. The Indians had ceased 
to be a serious threat by this time, but well into the 
19th century the tribes were enfeebled by the disease 
and the infection was not finally controlled until the 
beginning of the present century. [The author points 
out that, apart from brief mention, historians have 
neglected this subject. In rectifying this omission he 
has covered areas and dates thoroughly, and in giving a 
good historical account, complete with full bibliography, 
he has created a vivid and alarming picture which an 
abstract cannot convey.] Ruth Hodgkinson 


391. A Medical Survey of the Irish Famine of 1846 
W. MacArtuHur. Ulster Medical Journal [Ulster med. 
J.) 20, 1-15, May, 1951. 2 refs. 


The combination of fever and famine had long been 
observed in Ireland before the great epidemic of 1846-8. 
The ‘famine fever ’’ was made up of two elements— 
typhus and relapsing fever, both conveyed by the com- 
mon louse of man. By the mid-nineteenth century the 
potato had become the staple food of the Irish peasant, 
and it was the failure of the potato crop, caused by the 
blight known as Phytophthora infestans, in two successive 
seasons which resulted in ideal conditions for the 
epidemic spread of the fever. Having sold all they had 
to buy food, the famine victims, clothed in rags and 
crowding together for warmth, poured along the main 
highways towards the towns and cities, where they hoped 
to find relief. First signs of the outbreak had been 
noted in 1844, but the main epidemic occurred in the 
years 1846-8. Morbidity figures were naturally highest 
in the poorest section of the population, but the pro- 
portion of deaths among the well-to-do was higher, 
owing perhaps to the higher average age of the pro- 
fessional classes and to the probability that the very poor 
had acquired a certain immunity to the diseases which so 
often afflicted them. It is not always clear whether the 
victims died of typhus or of relapsing fever, for the 
differentiating signs were not then so well established and 
there were other complicating factors, such as the occur- 
rence of bacillary dysentery (the bloody flux), scurvy, and 
famine dropsy. 


109 


mg. 
lird 
The 
lose 
pe 
kg. 
yere 
fter 
ha 
n4 
but 
and 
ent 
fect 
ent 
The 
jere 
ved 
this 
fect 
1 of 
the 
sta- 
by 
line 
end 
the 
ore 
cts. 
97; 
n 
din 
of 
‘Op. 
72 
40 
irst 
mg. 
ven 
r 3 
en- 
ned 
ont, 
ate. 
The 
4, 
rus 
2, 
|| 


’ In March, 1846, a Temporary Fever Act was passed 
and a Central Board of Health set up. Hospital arrange- 
ments for the sick poor were very inadequate. Work- 
houses and infirmaries were already terribly overcrowded. 
Hospital staffs themselves fell victims to the disease and 
48 medical men died in Munster alone. Relief was 
organized by several religious bodies, such as the 
Quakers. The Board of Health established emergency 
hospitals in barracks, sheds, and even tents. 

The total of recorded deaths was 579,721, but the great 
majority of the people did not enter hospital and 
thousands died by the wayside. The census figures of 
1851 certainly underestimate the number of deaths, 
which must have approached 1,000,000 out of a popula- 
tion of 8,000,000, while something like 3,000,000 suf- 
fered from the famine. 

The Government and the Board of Health were bitterly 
attacked, but in the circumstances of the day their efforts 
were not to be despised. It was not then realized that 
the louse was the vector. Even to-day such an outbreak 
could be suppressed only by compulsory wholesale treat- 
ment of the population with the new insecticides, en- 
forced by authority with the power of military law. 

F. N. L. Poynter 


392. Instructions for Spanish Midwives in the Year 
1750, issued by the Royal Tribunal of Protho-Medicato. 
(La instruccion de las comadronas en el afio 1750 tutelada 
en Espafia por el Real Tribunal del Protho-Medicato) 

J. L. GutvErrez pe ALLes. Toko-Ginecologia Practica 
[Toko-ginec. pract.] 10, 357-361, June-July, 1951. 1 fig. 


This is a description of instructions to Spanish mid- 
wives issued in the year 1750 by the Royal Tribune of 
Protho-Medicato. The discovery of this book, which is 
a single octavo volume, by Dr. Dantin Gallego, is of 
importance to those interested in the history of midwifery. 
The book consists of two parts, the first defining the 
qualities desirable in a midwife and the second being an 
elementary textbook of obstetrics. The book as a whole 
was written, under the title of the Cartilla Nueva, by a 
Dr. Antonio Medina and is remarkable for its balance 
and good judgment. 

The general qualities desirable in a midwife are laid 
down: she should be able to read and write, and she 
should show docility, submission, mercy, and charity. 
These virtues are essential; and last, but not least, she 
should possess the gift of silence. 

The author of the present article ends with a tran- 
scription of the first chapter of the Cartilla Nueva, which 
contains much of interest and is briefly summarized as 
follows: Midwifery is defined as the method of directing 
and succouring the travail and dangers of childbirth. The 
midwife is in charge until the end of the puerperium. 
The 12 rules for midwives are: (1) The midwife should 
study the theory and rules of practice for several years. 
(2) She should not be too young. (3) She should enjdéy 
good health, owing to the arduous nature of her pro- 
fession. (4) Her hands should not be calloused or 
deformed. (5) She should be able to read and write 
and to learn her art from lectures and books. (6) She 
must always be vigilant and careful, since laziness and 
tardiness may place the mother and infant in grave 
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danger. (7) She must be docile and submit to the orders 
of her superiors. When necessary in difficult cases she 
must consult a physician or surgeon as appropriate. 
(8) She must be charitable and give as good attention 
to the poor as to the rich, since God has made all souls 
equal in His sight and shows mercy to the poor and 
needy., (9) She must be a good Christian. (10) She 
must be of a benign disposition, patient and cheerful, 
but modest, so as to allay the fears of women in child- 
birth and achieve a good delivery. (11) She must be 
temperate, especially in the use of wine. (12) She must 
have the virtue of silence and observe complete secrecy 
with regard to her cases. 

[Mention is made of other desirable virtues of body 
and mind in those who would practise the art of mid- 
wifery, reference to which must be omitted since they are 
not essential as are the foregoing.] Josephine Barnes 


393. The History of Acne 

R. N. R. Grant. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.] 44, 647-652, Aug., 1951. 
5 figs., 41 refs. 


This paper contains a comprehensive discussion, based 
on original sources, of the origin of the term “* acne”’. 
Two possible derivations are traced: (1) from the Greek 
** acme ’’ meaning a crisis or height of a disease, and later, 
the crisis or culmination of development (that is, puberty); 
or (2) from Greek “ knisis” or similar words meaning 
scratching, with the negative prefix “a”. This is a 
sixteenth-century suggestion and supports the view that 
the word acne, which appears in the earliest printed text 
of Aetius, was not a corruption but was actually used by 
Aetius in the fifth century. 

Another Greek word for acne was “ionthoi’’; the 
plural of * ionthos ’’, which means the first growth of the 
beard, so it is clear that the Greeks knew something of 
the aetiology of acne, although it was not until 1931 that 
it was proved scientifically by Bloch. 

The early history of acne is inseparably confused with 
that of rosacea; Theocritus, Rhodiginus, and Sennert 
regarded them as a single condition. Riolan (1638) and 
Jonston (1648) linked acne with a pattern of heterosexual 
behaviour. Plenck (1783), Willan, and Bateman con- 
tributed to the classification and nomenclature, and all 
writers of this period agreed that acne was primarily a 
disease of the sebaceous glands. Fuchs in 1840 divided 
acne into acne vulgaris (the first use of the term), acne 
mentagra, and acne rosacea. F. N. L. Poynter 


394. Jules Baillarger and his Discovery of the Six 
Layers of the Cerebral Cortex. [In English] 

J. F. Futton. Gesnerus [Gesnerus] 8, 85-91, 1951. 2 
figs., 19 refs. 


Jules -Gabriel- Francois Baillarger, though seldom 
referred to in modern literature concerning the nervous 
system, was a distinguished nineteenth-century French 


psychiatrist. A pupil of the celebrated Esquirol, to — 


whom he owed a lifelong interest in mental disorders, 
Baillarger published the results of his researches on 
the cerebral cortex in 1840. Despite his lack of 
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knowledge of cell staining, he used his microscope to 
great advantage in supplementing his macroscopical 
findings. Thus he described the six layers of the cerebral 
cortex and established that the grey layers were made up 
of cells while the white strips consisted of fibre projections. 
He sought to find a relationship between cerebral struc- 
ture and mental derangement, but was disappointed to 
discover that the six basic layers of the normal cortex 
were also present in the brains of his abnormal patients. 
He did, however, demonstrate profound changes in the 
brains of general paralytics. He was the first to raise the 
question of the relation of cerebral structure to intelli- 
gence and to the elaboration of mental function in man 
and the higher animals. 

Born on March 26, 1809, Baillarger studied at Tours 
and Paris, obtaining his medical degree in the capital in 
1837. When 31 years old he was appointed physician to 
the Saltpétriére, where he attracted large audiences to his 
lectures for the next 20 years. Baillarger was an ardent 
supporter of, and contributor to, medical societies and 
journals, becoming a member of the Academy of Medi- 
cine in 1847 and its President in 1878. His greatest 
single contribution to psychiatry was his classification 
of the neuroses and the major psychoses, based upon the 
extraordinary clarity with which he defined his clinical 
syndromes, such as the manic-depressive psychoses and 
general paralysis. Baillarger died in Paris on Dec. 31, 
1890. H. P. Tait 


395. Jonathan Hutchinson and Intussusception 

M. M. Ravitcu. Bulletin of the History of Medicine 
[Bull Hist. Med.| 25, 342-353, July—Aug., 1951. 1 fig., 
16 refs. 


The fact that Hutchinson gave his name to a variety of 
clinical symptoms, signs, syndromes, and diseases shows 
that he was a master clinician. All his life he was an 
observer, collector, and compiler of clinical material, 
much of which he included in his unsystematically 
arranged Archives of Surgery. His love of common 
observation in the wards led him to disparage laboratory 
methods, and he actually decried Garrod’s discovery of 
the relationship of urates to gout and the description of 
the tubercle bacillus by Koch. The ‘number of con- 
ditions of the eyes and skin to which his name is given 
eponymically would hardly lead one to suspect that his 
specialty was general surgery. He was in fact surgeon 
to the London Hospital and a President of the Royal 
College of Surgeons. 

Although intestinal obstruction is a mechanical lesion 
and therefore potentially a condition that can be relieved 
by the surgeon, the high mortality following laparotomy 
made Hutchinson for many years an unyielding advocate 
of non-surgical treatment. In 1873, however, he had 
under his care a child of two critically ill from an un- 
relieved intussusception, and he performed one of the 
first successful operations for this condition. ‘Two years 
later he reported a further case which, although unsuccess- 
ful, is of interest because in overcoming the technical 
difficulties of operating on a young baby, he pioneered 
the modern operative approach. His method was to 
seek the invaginated tract first and then to reduce the 


intussusception by squeezing or pulling the sheath down- 
ward. Hutchinson remained an advocate of insufflation 
and injection as the best method of treatment for an 
intussusception, reserving operation for those cases in 
which conservative measures failed. 

, Ruth Hodgkinson 


396. Hippocrates of Cos 


CHADWICK. Guy's Hospital Reports [Guy's Rep.] 


100, 210-222, 1951. 2 refs. 


Although the name of Hippocrates is familiar to every 
student of medicine, the man himself remains one of the 
most shadowy figures of antiquity. One or two references 
in contemporary Greek literature fix his date as the latter 
half of the fifth century B.c., and from Plato we learn 
that he was a Coan, “ one of the Asklepiads”’. The 
ancient commentators traced his descent from Asklepios 
himself. In Roman times some curious traditions 
gathered round his name. According to Pliny he ac- 
quired his medical knowledge by going round the temple 
of Asklepios copying down the inscriptions which 
recorded the cures wrought by the god, and the means 
employed. This knowledge he systematized in the form 
of a textbook of medicine, and he assured his supremacy 
in the field by burning down the temple. This led to his 
exile, and he is said to have spent most of his life away 
from his native city. This, with further gossip of the 
same kind, is repeated by the earliest known biographer of 
Hippocrates, Soranus of Ephesus (third century A.D.). 
Hippocrates is said to have lived to a ripe old age, over 
a hundred in some accounts, and to have been buried 
near Larissa. No reliance can be placed upon these 
details. 

The fame of Hippocrates rests entirely upon the large 
quantity of medical texts associated by tradition with 
his name, and generally known under the title of the 
Hippocratic Corpus. There are differences of style, of 
language, and of opinion far too marked to allow us to 
believe in a single authorship of the whole Corpus. It is, 
however, agreed by most’scholars that there is a fairly 
small group of works which, if not all by the same 
hand, exhibit at least such similarity in style and doctrine 
that they may be confidently assigned to the lifetime of 
the historical Hippocrates. The Hippocratic Corpus is 
the only collection of medical literature that has come 
down to us from the fifth and fourth centuries B.c. It 
has been suggested that it represents the remains of a 
medical library used by some teachers of medicine, and 
in view of the tradition probably those of Cos. Such a 
library would contain works of adherents of other schools 
and the diversity of opinion is thus easily explained. 

The Corpus contains general discussion and works 
falling into the distinct domains of clinical medicine 
and surgery. There is little doubt that specialization 
was unknown in Hippocratic times. The ‘ Hippocratic 
Oath” is a curious document about which singularly 
little is known. The ethical standards which it set were 
high indeed for the Greek world, and they have done 
much to secure the privileged position of the doctor 
to-day. The passage in the oath, “I will not operate, 
even for the stoné’’, represents an unsolved problem 
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and an interesting example of the difficulties to be found 
in Hippocratic studies. Surgery to the ancients meant 
chiefly the cure of wounds, broken bones, and dislocated 
joints often acquired in wrestling matches. These sub- 
jects, together with obstetrics, are treated at length in the 
Corpus. 

The most original and interesting works in the Corpus 
are those in the field of clinical medicine. The attitude 
of Hippocrates is still so ‘“‘ modern ’”’ that we may not 
realise how original he was in his day, or how much 
modern medicine owes to him. His scientific attitude is 
nowhere better displayed than in the work on epilepsy, 
the “sacred disease’’. In considering the origin of 
disease Hippocrates challenges and tests current beliefs, 
weighs opposing theories, and chooses the explanation 
that requires fewest assumptions. Another method of 
scientific investigation, well understood and practised by 
Hippocrates, was the empirical. This proceeds in two 
stages: the collection of data, and the educing of general 
principles from particular instances. The Epidemics 
show Hippocrates collecting at first hand the material 
from which he was later to educe the significant features. 
His success is shown by the creation of a new branch of 
medical science—prognosis. The greater part of Hip- 
pocratic prognosis was recorded in the Aphorisms, a 
masterpiece which has had a profound influence. The 
human and morai qualities of Hippocrates make him an 
outstanding figure even among the great ones of the age 
in which he lived. In spite of all technical advances in 
medicine his influence remains strong, and his spirit still 
informs the best medical research and practice to-day. 

W. J. Bishop 


397. Andrew Ure, M.D., F.R.S. (1778-1857) 

W.S. C. CopEMAN. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. 44, 655-662, Aug., 1951. 
1 fig., 15 refs. 


Andrew Ure was well known in his day as an innovator 
of popular scientific teaching and as a pioneer in the 
application of scientific principles to the arts, industry, 
and manufacture. After a short period of service as an 
army surgeon, in 1803 he settled in private medical 
practice in Glasgow, his native city, where he had taken 
his M.D. In the following year he was appointed pro- 
fessor of Natural Philosophy and Chemistry in the 
University of Glasgow and he began his series of 
** mechanics’ classes”’ in popular science and its ap- 
plications for working men. These were the first of their 
kind and became justly famed throughout Europe. He 
also promoted the development of the Andersonian 
Institution, especially of its medical school, and his 
laboratory there is believed to be the first in Europe in 
which class instruction was given in chemistry. 

In 1805 and 1808 he visited London and there met and 
talked with all the scientific notabilities of the day. A 
visit to Paris in 1816 resulted in an official French visit to 
Glasgow and the establishment of artisans’ classes in the 
Ecole des Arts et Métiers in Paris. 

He eventually settled in London in 1830 as a private 
consultant in science in all its branches and more par- 
ticularly as an analytical chemist for commercial pur- 


poses, in which capacity his services were much in demand 
by both private and government organizations. — 

He was also appointed Professor of Chemistry at 
Apothecaries’ Hall, and he succeeded Sir Humphry Davy 
in the same office at the Royal Institution. His published 
work includes several books, of which the best known are 
his Dictionary of Chemistry and the great Dictionary of 
Arts, Manufactures and Mines, both of which ran into 
several editions and were translated into almost every 
European language. He was also author of numerous 
scientific papers, in which he reported the results of his 
researches into such topics as the specific gravity of 
sulphuric acid in varying dilutions, the latent heat of 
vapours, and many other problems in the field of physics, 
optics, electricity, and mechanics. No less than 57 of 
these communications appeared in the Philosophical 
Transactions, and others are to be found in the Quarterly 
Journal of Science and the Edinburgh Philosophical 
Transactions. F. N. L. Poynter 


398. An Early Parallel to the Hippocratic Oath 
C. SINGER. Gesnerus [Gesnerus] 8, 1777-180, 1951. 


399. A Note on the Dental Key | 

F. CoLyer. Proceedings of the Royal Society of Medicine 
[Proc. roy. Soc. Med.] 44, 652-655, Aug., 1951. 3 figs., 
7 refs. 


400. The History of Fibroadenosis of the Breast 

A. L. GoopALL. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 25, 226-235, May-June, 1951. Biblio- 
graphy. 


401. Gastroscopy from Kussmaul to the Present Day. 
(Die Gastroskopie von Kussmaul bis zur Gegenwart) 
H. Goerke. Berliner Medizinische Zeitschrift [Berl. med. 
Z.) 2, 355-358, Aug. 15, 1951. 14 refs. 


402. Endotracheal and Other Modern Methods in the 
Eighteenth Century 

M. H. A. Davison. British Journal of Anaesthesia (Brit. 
J. Anaesth.] 23, 238-245, Oct., 1951. 2 figs., 7 refs. 


403. Dermatology from the Time of Harvey 
A. GRAY. Lancet [Lancet] 2, 795-802, Nov. 3, 1951. 


404. Antiquity of Syphilis with Some Observations on 
its Treatment through the Ages 

H. N. Coie. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 64, 12-22, July, 1951. 
24 refs. 


405. Laségue Sign and Kernig Sign. Historical Notes 


R. WARTENBERG. Archives of Neurology and Psychiatry © 


[Arch. Neurol. Psychiat., Chicago] 66, 58-60, July, 1951. 
28 refs. 


406. Gerolamo Fracastoro and the Doctrine of ‘* Con- 
tagium Vivum ”’. [In English} 

A. CASTIGLIONI. Scientia Medica Italica (English 
Edition) [Sci. med. ital. (Eng. ed.)| 1, 747-759, Oct.- 
Dec., 1950. 9 refs. 


Vel. 


